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Description 

[0001] La pr6sente invention concerne I'association d'un antagonists du r§cepteur CB1 et de slbutramine, les com- 
positions phanriaceutiques les contenant et leur utilisation pour le traitement de I'obeslte. 
5 [0002] Les antagonistes du recepteur CB1 sont connus pour leur action sur la prise alimentaire et leur utilisation 
comme anorexigene (G. COLOMBO et coll., Life Sciences, 63 (8), 113-117 (1998); J. SIAMAND et coll., Behavioural 
Pharmacol., 9, 179-181 (1998)). 

[0003] La slbutramine (BTS 54524; N-{1-[1-(4-chloroph6nyl)cyclobutyl]-3-m6thylbutyl}-N,N-dim6thylamine; Men- 

dia*^, Reductil'^), son hydrate et ses sels pharmaceutiquement acceptables et notamment son chlorhydrate diminue la 
10 prise alimentaire et est utile pour le traitement de I'obeslte (WO90/061110; D.H. RYAN et coll., Obesity Research, 3 
(4), 553 (1995); H.C. JACKSON et coll., British Journal of Pharmacology, 121 ,1758 (1997); G. FANGHANEL et Coll., 
Inter. J. Obes., 24 (2), 144 (2000); G.A. BRAY et coll., Obes. Res., 7 (2) 189 (1999)). 

[0004] II a maintenant et6 trouve que Passociation de sibutramine, son hydrate et ses sels phannaceutiquement 
acceptables et d'un antagoniste du recepteur CB1 presente un effet de synergle dans la reduction de la consommatlon 
15 alimentaire et est done utile dans le traitement de I'obesite. . 

[0005] L'association peut egalement contenir plusieurs antagonistes du recepteur CB1 , 

[0006] Parml les antagonistes CB1 , on peut notamment utiliser tes derives d'azetidine decrits dans WO 00/15609, 
WO 01/64633, WO 01/64634 de fomriule : 
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dans laquelle 

R represente une chaTne 



. 35 

C=C ou 
(A) 



R^ represente un radical methyle ou ethyle, 

45 Rg represente soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, ces aromatiques etant non substitues 
ou substitu6s par un ou plusieurs halog^ne, alkyle. alcoxy, -CO-alk, hydroxy, -COOR5, fomiyle, trifluorom§thyle, th- 
fluoromethylsulfanyle. trifluoromethoxy, nitro. -NRgRy, -CO-NH-NRgRy, -N(atk)COOR8. cyano, -CONHR9, 
-CO-NR^gRiy, alkylsulfanyle, hydroxyalkyle, -0-alk-NRi2R.|3 ou alkylthloalkyle soit un h6t§roaromatlque cholsl pamni 
les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-di- 

50 hydrobenzothienyle, indolinyle, indolyle, isochromannyle, isoquinolyle, pyridyle, quinolyle, 1 ,2,3,4-tetrahydroisoquino- 
lyle, 1 ,2,3,4-t6trahydroquinolyle, thiazolyle, thienyle, ces h6t6roaromatiques pouvant etre non substitues ou substitu6s 
par un halogene, alkyle, alcoxy, -COOR5, trifluoromethyle, trifluoromethylsulfanyle, trifluoromethoxy, nitro, -NRgRy, 
-CO-NH-NRgRy, cyano. -CONHR9, alkylsulfanyle, hydroxyalkyle ou alkylthloalkyle, 

R3 et R4, Identiques ou differents, repr6sentent soit un aromatique choisi pamrji phenyle, naphtyle ou indenyle, ces 
55 aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluo- 
romethyle, trifluoromethoxy, -CO-alk, cyano, -COOR5, -CONRio^n. -CO-NH-NRgRy, alkylsulfanyle. hydroxyalkyle, 
-alk-NRgRy ou alkylthloalkyle; soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzo- 
thienyle, benzoxazolyle, chromannyle, 2,3-dlhydrobenzof uryle, 2,3-dlhydrobenzothl§nyle, furyle, isochromannyle, iso- 
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quinolyle. pyrrolyle, quinolyle, 1 ,2,3,4-tetrahyciroisoquinolyle, thiazolyle. thienyle, ces heteroaromatiques pouvant 6tre 
non substitu6s ou substitu6s par un halog^ne, alkyle, alcoxy, hydroxy. trlfluorom6thyle, trjfluorom6thoxy, cyano, 
-COOR5, -CO-NH-NRgRy. -CONR10R11, -alk-NRgRy, alkylsulfanyle, hydroxyalkyle ou alkylthioalkyle, 
R5 est un radical alkyle ou ph6nyle eventuellement substitue par un ou plusieurs atomes d'halogene, 

5 Rg et R7, Identiques ou diff6rents repr6sentent un atome d'hydrog&ne ou un radical alkyle, -COOalk, cycloalkyle, alk- 
ylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien Re et R7 torment ensemble avec Tatome d'azote auquel lis sont ratta- 
ch6s un heterocycle nnono ou bicyclique satur6 ou Insatur6 ayant 3 6 10 chainons, contenant Eventuellement un autre 
h6teroatome choisi parmi oxygfene, soufre et azote el etant eventuellement substitu6 par un ou plusieurs radlcaux 
alkyle, -COalk. -COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NR^^Ris. 0x0, hydroxyalkyle. -alk-O-alk, -CO-NH2. 

^0 Rg repr6sente un radical alkyle, 

Rg repr^sente un atome d*hydrog&ne ou un radical alkyle ou alkyle substltuS par dialkylamino, ph6nyle, cycloalkyle 
(eventuellement substitue par -COOalk) ou un heterocycle mono ou bicyclique sature ou insaturS ayantS ^ 1 0 chaTnons, 
contenant eventuellement un ou plusieurs heteroatomes choisis parmi oxyg&ne, soufre et azote et dtant Eventuellement 
substitue par un ou plusieurs radicaux alkyle, 

^5 R^Q et R11, identiques ou difterents, reprEsentent un atome d'hydrogene ou un radical alkyle ou bien R^q et R^^ torment 
ensemble avec i'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chaT- 
nons, contenant eventuellement un autre heteroatome choisi panni oxygene, soutre et azote et etant eventuellement 
substitue par un radical alkyle, 

Ri2 ®^ Ri3» identiques ou dlft6rents, reprEsentent un atome d'hydrogene ou un radical alkyle, cycloalkyle ou bien R^g 
20 et R^3 torment ensemble avec I'atome d'azote auquel Ils sont rattaches un heterocycle mono ou bicyclique sature 
ayant 3 k 10 chainons, contenant Eventuellement un autre heteroatome choisi parmi oxygdne. soutre et azote et etant 
eventuellement substitue par un radical alkyle, -COalk, -COOalk. -CO-NHalk. -CS-NHalk, -CO-alk-NR^^R^g ou un 
heterocycle mono ou bicyclique sature ayant 3 a 10 chaTnons et contenant un heteroatome choisi parmi oxygene, 
soutre et azote, 

25 R^^ et R15, identiques ou difterents, representent un atome d'hydrogene ou un radical alkyle ou -COOalk, 

R^g et Ri7 torment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature 
ayant 3^10 chaTnons, contenant eventuellement un autre heteroatome choisi pamnl oxygene, soufre et azote, 
R' represente un atome d'hydrogene ou un radical -CO-alk, 
soit R represente un radical CHR^q ®^ 

30 R^g represente un radical -NHCOR^g ou -N(R2o)-Y-R2i, 
Y est CO ou SO2, 

R4 et R3, identiques ou difterents, representent solt un aromatique choisi parmi phenyle, naphtyle et indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, fomnyle, hydroxy, trifluo- 
romethyle, tritluoromethoxy, -CO-alk, cyano. -COOH, -COOalk, -CONR22R23. -CO-NH-NR24R25. alkylsulfanyle, alkyl- 

35 sultinyle, aikylsultonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxyalkyle, ou -alk-NR22R23i solt 
un heteroaromatique choisi pamni les cycles benzofuryle^ benzothiazolyle, benzothienyle, benzoxazolyle, chromanny- 
le, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, pyrimidinyle, furyle, Imldazolyle, isochromannyle, Isoquinolyle, 
pyrrolyle. pyridyle, quinolyle, 1 ,2,3,4-tetrahydroisoqujnolyle,thiazolyle etthlenyle, ces heteroaromatiques pouvant etre 
non substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, tritluoromethyle, tritluoromethoxy, cyano, 

40 -COOH, -COOalk, -CO-NH-NR24R25. -CONR22R23' -alk-NR24R25, alkylsulfanyle, alkylsultinyle, aikylsultonyle, alkyl- 
sulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle, 

R^g represente un radical ■alk-S02-R26i -alk-S02-CH=CH-R26, Het^ substituE par -SO2-R26 phEnyle substituE par 

-SO2-R26 ou -alk-S02-R26. 

R20 represente un atome d'hydrogene ou un radical alkyle, 

45 Rg^ represente un radical phenylalkyle, Het^ ou Ar^, 

R22 et R23, Identiques ou difterents, representent un atome d'hydrogene ou un radical alkyle ou bien R22 et R23 torment 
ensemble avec I'atome d'azote auquel ils sont rattaches un hetErocycle mono ou bicyclique saturE ayant 3 k 10 chaT- 
nons, contenant eventuellement un autre hEtEroatome choisi pamni oxygEne, soufre et azote et Etant Eventuellement 
substitue par un ou plusieurs alkyle, 

50 R24 et R25, identiques ou dlffErents representent un atome d'hydrogene ou un radical alkyle, -COOalk, cycloalkyle, 
alkylcycloalkyle, -alk-O-alk ou hydroxyalkyle ou bien R24 et R25 fonment ensemble avec I'atome d'azote auquel Ils sont 
rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 k 10 chaTnons, contenant eventuellement un 
autre heteroatome choisi parmi oxygene, soufre et azote et Etant eventuellement substitue par un ou plusieurs alkyle, 
-COalk, -COOalk, -CO-NHalk, -CS-NHalk, 0x0, hydroxyalkyle, -alk-O-alk ou -CO-NH2, 

55 Rgg represente un radical alkyle, Ar^ ou Het-j, 

Ar^ represente un radical phenyle, naphtyle ou indenyle, ces radicaux etant eventuellement substitues par un ou plu- 
sieurs halogene, alkyle, alcoxy, cyano, -CO-alk, -COOH, -COOalk, -CONR27R28. -CO-NH-NRggRao, alkylsulfanyle, 
alkylsultinyle, aikylsultonyle. -alk-NRggRao. -NR29R30. alkylthioalkyle, fonnyle, hydroxy, hydroxyalkyle, Het, -O-alk-NH- 
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^ cycloalkyle. OCF3, CF3. -NH-CO-alk, -SOgNHg, -NH-COCH3, -NH-COOalk, Het ou blen sur 2 atomes de carbone 
adjacents par un dioxymethylene, 

Het, represente un h6t6rocycle mono ou bicycllque insature ou satur6, ayant 3 & 10 chaTnons et contenant un ou 
plusieurs heteroatomes choisis parmi oxygene, soufre et azote eventuellennent substitue par un ou plusieurs alkyle, 
5 alcoxy, vinyle. halogene. alcoxycarbonyle. 0x0. hydroxy, OCF3 ou CF3. les heterocycles azotes etant eventuellement 
sous leur forme N-oxyd6e, 

R27 R28. identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R27 et Rgs torment 
ensemble avec Tatome d'azote auquel lis sont rattaches un heterocycle mono ou bicyclique sature ayant 3 S 10 chaT- 
nons, contenant eventuellement un autre heteroatome choisi panmi oxygene. soufre et azote et etant eventuellement 

10 substitue par un ou plusieurs radicaux alkyle, 

R29 el R30. identiques ou dlff6rents, representent un atome d'hydrogfene ou un radical alkyle, -COOalk, cycloalkyle, 
alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien Rgg et R30 torment ensemble avec Tatome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chamons, contenant Eventuellement un 
autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement substitue par un ou plusieurs radicaux 

15 alkyle, -COalk. -COOalk, -CO-NHalk, -CS-NHalk, 0x0, hydroxyalkyle, -alk-O-alk, -CO-NHg, 
sort R represente CHR31 et 

R31 represente un radical -N(R32)R33. -N(R32)-CO-R33, -NtRgaVSOgRs^, 

R^ et R3, identiques ou differents, representent soit un aromatique choisi parmi phenyle, naphtyle et indenyle, ces 
aromatiq'ues 6tant non substitu6s ou substitu6s par un ou plusieurs halogene, alkyle, alcoxy, tormyle, hydroxy, trifluo- 

20 romethyle. trifluoromethoxy. -CO-alk, cyano, -COOH. COOalk, -CONR22R23. -CO-NH-NR24R25. alkylsulfanyle, alkyl- 
sulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxyalkyle ou -alk-NRyRs; soit un 
heteroaromatique choisi parmi les cycles benzofuryle, benzothlazolyle, benzothlenyle, benzoxazolyle, chromannyle, 
2,3-dihydroben2ofuryle, 2,3-dihydrobenzothienyle, turyle, imidazolyle, isochromannyle. isoquinolyle, pyrrolyle, pyridy- 
le, pyrimidyle, quinolyle', 1 ',2,3.4-tetrahydroisoquinolyle, thiazolyle et thienyle, ces heteroaromatiques pouvant etre non 

25 substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOH, 
COOalk, -CO-NH-NR24R25, -CONR22R23. -alk-NR24R25. alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalk- 
yle. alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle , 

R32 represente un radical -C(R35){R36)-Het2. -Hetg, -C(R35)(R36)-Ar2. Arg. cycloalkyle ou norbornyle, 
R33 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-CONR22R23. -alk-NR22R23. al- 
so coxy, Arg, Helg, -CHgArg, -CH2Het2 ou alkyle eventuellement substitu6 par un ou plusieurs halogene, 

R34 reprisente un radical hydroxyalkyle, -alk-COOalk, -aik-CONRgaRas. -alk-NR22R23. alcoxy, Ara. Hetg. -CHaArg, 
-CHgHetg ou alkyle eventuellement substitu6 par un ou plusieurs halogene, 

R35 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOafk, -alk-CONR22R23. -alk-NR22R23. 
coxyalkyle, Arg, Hetg, -CH2Ar2, -CH2Het2 ou alkyle eventuellement substitue par un ou plusieurs halogene, 
35 R3g represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-CONR22R23' -alk-NR22R23" al- 
coxyalkyle ou alkyle eventuellement substitue par un ou plusieurs halogene, 

ou bien R35 et R36 torment ensemble avec I'atome de carbone auquel ils sont rattaches un cycle mono ou bicyclique 
sature ayant 3 a 1 0 chaTnons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote 
et etant eventuellement substitue par un ou plusieurs alkyle, 
40 Arg represente un radical phenyle, naphtyle ou indenyle, ces differents radicaux etant eventuellement substitues par 
un ou plusieurs halogene, alkyle. alcoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR37R38. -CO-NH-NR39R40, alkylsul- 
fanyle. alkylsulfinyle, alkylsulfonyle, -alk-NRagR^Q, -NR39R40. alkylthioalkyle, fomiyle, CF3, OCF3, Het, -0-alk-NH-cy- 
cloalkyle, SO2NH2. hydroxy, hydroxyalkyle, -NHCOalk. NHCOOalk ou sur 2 atomes de carbone adjacents par dioxy- 
methylene, 

45 Het2 represente un heterocycle mono ou bicyclique Insature ou sature, ayant 3 a 10 chaTnons et contenant un ou 
plusieurs h6t6roatomes choisi pamni oxygfene, soufre et azote eventuellement substitue par un ou plusieurs alkyle, 
alcoxy, halogene, alcoxycarbonyle, 0x0, hydroxy, les heterocycles azotes etant eventuellement sous leur forme N- 
oxydee, 

R37 et R38, identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou blen R37 et R38 fomnent 
50 ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 & 10 chaT- 
nons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
substitue par un ou plusieurs alkyle, 

R39 ®^ ^40. identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou blen R39 et R40 torment 
ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 & 10 chaT- 
55 nons, contenant eventuellement un autre heteroatome choisi panni oxygene, soufre et azote et etant eventuellement 
substitue par un ou plusieurs alkyle, 
alk represente un radical alkyle ou alkylene, 

les radicaux et portions alkyle et alkylene et les radicaux et portions alcoxy sont en chaTne droite ou ramifiee et con- 
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tlennent 1 6 6 atomes de carbone et les radicaux cycloalkyle contiennent 3 a 10 atomes de carbone, 

les isomeres optiques de ces composes et leurs sels avec un acide mineral ou organique phamriaceutiquement 

ceptables. 

[0007] Les d§riv6s d'az§tidine pr^fSrds sont les suivants : 
1-ben2hydryl-3-[{m6thylsulfonyl)(ph6nyl)m6thyl6ne]a26tidlne, 
1-ben2hydryl-3-[(3-methylphenyl)(m§thylsulfonyl)methylene]a2etidine, 
1-ben2hydryl-3-[(3-chloroph6nyl)(m6thylsulfonyl)m§thylfene]a2etldine, 
1-benzhydryl-3-[(3,5-dichloroph6nyl)(m6thylsulfonyl)m6thyl§ne]azdtldine, 
1-ben2hydryl-3-[(2,5-dlchiorophenyl)(methylsulfonyl)methylene]a2etidine, 
1 -ben2hydryl-3-[(2,3-dichlorophenyl)(methylsulfonyl)methylene]a26tidine, 
1-ben2hydryl-3-[(3-fluoroph6nyl)(methylsulfonyl)m6thylfene]a2etidine, 
1-ben2hydryl-3-[(3,5-difluorophenyl)(m6thylsulfony!)m6thylfene]a2etidine, 
.1-ben2hydryl-3-[(3-bromoph6nyl)(methylsulfonyl)methylene]azetidine, 
. 1 -ben2hydryl-3-[(3-iodoph6nyl)(methylsulfonyl)m6thyl5ne]a2etidlne, 
1-ben2hydfyl-3-[(methylsulfonyl)(3-trlfluoromethoxyphenyl)methylene]a2etidine, 
1-ben2hydryl-3-[(methylsulfonyl)(3-trlfluoromethylphenyl)methylene]azetidine, 
1-benzhydryl-3- {[3,5-bls(trifluorom6thyl)ph6nyQ(m6thylsulfonyl)m6thylfene}az6tldine, 
1-benzhydryl-3-[(3,5-dibromoph§nyl)(m6thylsulfohyl)methylene]az6tldine, 
1-ben2hydryl-3-[(3-methoxycarbonylphenyl)(methylsulfonyl)methylene]a2etidine, 
1-benzhydryl-3-[(3-cyanophenyl)(methylsulfonyl)methylene]azetidlne, 
1-benzhydryl-3-[(3-carbamoylphenyl)(methylsulfonyl)methylene]a2etidine, 
1-ben2hydiyl-3-[(methylsulfonyl)(napht-1-yl)(methylsulfonyl)methylene]azGtl^ 
1-[bis(4-chlorophenyl)methyll-3-[{3,5-difluorophenyl){methylsulfonyl)me^^^^ azetidine, 
1-[bls(4-methoxyphenyl)methyl]-3-[(3,5-dlfluorophenyl)(m6thylsulfonyl)methylene 
1-(bis(4-methylph6nyl)nn6thyl]-3-[(3,5-difluoroph6nyl)(m6thylsulfony!)m6thyl6ne] az^tidine, 
(RS)-3-[(3,5-dlfluorophenyI)(methylsulfonyl)methylene]-1-[(4-methoxyphenyl) (phenyl)methyl)]a2etidine, 
(R)-3-{(3,5-difluoroph6nyl)(methylsulfonyl)m§thylene]-1-[(4-methoxyph6nyl) (ph6nyl)methyl]a26tidine, 
(S)-3-[(3,5-dllluorophenyl)(m6thylsultonyl)m6thylfene]-1-[(4-methoxyph6nyl) (ph6nyl)methyl]a2etidlne, 
1-[bis(4-trifluorDmethoxyph6nyl)m6thyl]-3-[{3,5-difluoroph6nyl)(m4thylsulfo m6thylfene]a26tidlne, 
1-[bis(44rifluoromethylphenyl)m6thyl]-3-[(3,5"dlfluorophenyI)(methylsul^^^ 

1 -[bis{4-chlorophenyl) methyll3-{[3,5-bis(trifluoromethyl)phenyl]methylsulfonyl methylene) azetidine, 
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(RS)-1-[{4-chlorophenyl)(2,4-dichlorophenyl)methyl]-3-[(3,5-difluor^ 

(R)-1 -[(4-chloroph6nyl)(2,4-dichloroph6nyl)m6thyll-3-[(3,5-difluoroph§nyI)(m^^^ 

(S)-1-[(4-chlorophenyl)(2,4-dichlorophenyl)methyl]-3-[(3,5-difluorophenyl)(met^ 

(RS)-H(4-chlorophenyl)[4-(hydroxymethyl)phenyl)methyl}-3-[(3,5-difluoro^ 
az^tidine, 

(R)-1 -{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,5-difluorophenyl)(m 
dine, 

(S)-1-{(4H:hiorophenyl)[4-(hydroxymethyl)phenyQmethyl)-3-[(3,5-difluoroph 
dine, 

(RS)-H(4-chloroph6nyI)[4-(pyn'olidylnriethyl)phenyl]m6thyO-34(3,5-dlfluoroph§nyl)(n^ 
azetidine, 

(R)-1 -{(4<;hloroph6nyl)[4-(pyrrolldylm6thyI)ph6nyl]ni6thyl}-3-[(3,5-dlfluoroph6nyO(m6thylsul^ 
tidine, 

(S)-1-{(4<:hlorophenyl)[4-(pyrrolldylmethyl)phenyl]methyl}-3-[(3,5-difluor^^ 
tidine, 

1-{(RS)-(4-chlorophenyO [4-(3,3-dimetliyl-piperidin-1-yl-methyl)phenyl]nriethyl}-3-[(3,5-di^^ 
f onyi)nnethy i6ne]a26tidine , 

1 -{(R)-(4-chiorophenyl) [4-{3 ,3-dimethyl-pip6ridin-1 -yl-m6thyl)phenyl]m6thyl}-3-[(3,5-difluoropii6ny!)(nn6tliyisuifo- 
ny i)m ethylen e]azet id! n e , 

H(S)-{4-chioroph6nyl) [4-(3,3-diniethyl-piperidin-1-yi-methyl)ph6nyl]nnethyl}-3-[{3,5-^ 
nyi)methyl6ne]a2§tidlne, 

1-{(RS)-(4-chlorophenyl)[4-(thiomorpholin-4-yi-methyl)ph6nyi]meth^^^ 
thylenejaz^tidine, 

1- {(R)-(4-chloroplienyl)[4-(tliiomorpholin-4-yl-nnethyl)phenyl]nriethyi}-3-[(3,5-d 
thylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(thlomorpholin-4-yl-nnthyl)phenyl]nnethyl}-3-[(3,5-difiuorophe 
lene]azetidine, 

1-{{RS)'(4-chloroph6nyl)[ 4-(N-6thyl-N'Cyclohexyl-aniinom6thyl)ph6nyllnfi6thyl}-3-[(3,5-^^ 
sulfonyl)m6thylene]azetidlne, 

1-{(R)-(4-chloropii6nyl)[4-(N-6tliy!-N-cyclohexyl-annlnonnethyi)plienyl]nn6thy^ 
fonyl)methylene]azetidine, 

1.{(S)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexyl-anriinom6thyl)phenyl]m§% 
nyl)methylene]azetidine, 

1-{{(RS)-(4-chloropher^yl){4-[(4-ethoxycart)onylpiperazinyi)nietiiyl]phenyi}^ 
thy!sulfonyl)methyiene]az6tldine, 

1-{{(R)-(4-chlorophenyl){4-[(4-mhoxycarbonylpiperazlnyl)methyl]phenyi}niethyl)}-3-[(3 
sulfonyl)m6thylene]azetidine, 

H{(S)-(4-chlorophenyi){4-[(4-ethoxycarbonyipiperazinyl)nnethyl]phenyi}nrie^ 
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sulfonyl)methylene]azetidine, 

1-{{RS)-(4-chloroph6nyl)[4-(N-cyclopropyl-N-propyl-aminom6thyI)ph6nyl]m6thy^ 
sulfonyl)methyl6ne]azetidine, 

1-{(R)-(4-chloroph6nyl)[4-(N-cyclopropyl-N-propyl-amlnom6thyl)ph6nyl]m6thyl}-^^^ 
sutfonyl)ni6thyl&ne]az§tidine, 

1-{(S)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]methyl)-3*^^^ 
sulfonyl)m6thylfene]az6tldine, 

1-{(RS)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyOmethyl)-3-[(3,5<lifluoroph 
thyi§ne]az6tidine, 

H(R)-(4-chloroph6nyl)[4-(diisopropylaminom6thyl)ph6nyl]m6thyl}-3^(3.5-difluoroph 
lene]azetidine, 

1-{(S)-(4-chloroph§nyl)[4-(diisopropyIaminom6thyl)ph6nyl]methyl}-3<(3,5-difl 

16ne]a26tldlne, 

1-{{(RS)-(4-chlorophenyl){4-[bis-(2-methoxyethyl)aminomethyliphenyl)m 
■sulfonyl)methylene]a2etidme, 

1-{{(R)-(4-chlorophenyl){4-[bls-(2-methoxyethyl)amlnomethyl]phenyOmet^^ 
fonyl)m6thy I6ne]a2§tidine , 

1-{{(S)-(4-chloroph6nyl){4-[bis-(2-m6thoxy§thyl)aminom§thyl]ph6nyQm6thylH 
fonyl)methylene]azetidine. 

1-{(RS)-(4-chloroph§nyl)[4-(di-n-propylaminom6thyl)ph6nyl]m6thyl}-3-[(3,5-d^^^ 
thyl§ne]az6tidine, 

1-{(R)-(4-chloroph§nyl)[4-(di-n-propylaminomethyl)ph6nylJm6thyl}-3-[(3,5-dtf^ 
(enelazetidine, 

1-{{S)-(4-chlorophenyl)[4-(di-n-propylaminomethyl)phenyl]melhyl}73-[(3,5-di^ 
Iene]az6tidine, 

1-{(RS)-(4-chlorophenyI)[4-{piperldin-1-yl-methyl)phenyl]methyl)-3-[(^ 
ne]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(pip§ridin-1-yl-m§thyl)ph6nyl]m§thyl}-3-[(3,5-dlfl 
ne]az6tidine, 

1-{(S)-(4-chlorophenyI)[4-(piperidin-1-yl-methyl)phenyl]methyl}-3^(3,^^ 
ne]az6tidlne, 

1-{(RS)-(4-chlorophenyl)[4-(4-m§thyl-plperazin-1-yl-m§thyl)ph§nyl]m6thyl}-3-[(^ 

nyl)methylene]a26tidine, 

1-{(R)-(4-ch!oroph6nyl)[4-(4-m6thyl-pip6razin-1-yl-m6thyl)ph6nyl]m6thyl}-3-((3,5-d^ 
methylenejaz^tidine, 

1M{S)-(4-chlorophenyl)[4-(4-m6thyl-plp6ra2in-1-yl-m6thyl)ph6nyl]methyl}-3-[(3,5-d^^ 
m§thylene]az6tldine, 

'IM(RS)-(4-chloroph6nyl)[4-(morpholin-4-yl-methyl)phenyl]methyQ-3 
I6ne]azetidine, 
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1-{(R)-(4-chloroph6nyl)[4-(morpholin-4-yl-m6thyI)phenyl]m6thyl}-3-[(3,6-diflu^ 
nejazetidine. 

1-{(S)-(4-chloroph6nyl)[4-(morpholin-4-yl-methyl)phenyl]m6thyl}-3-[(3,5-difluoro 
nejazetldine, 

1-{(RS)-(4-chloraph6nyl)[4-(di6thylaminomethyl)phenyl]m6thyl}-3^{3,5 

nejazetidine, 

H(R)-(4-chlorophenyl)[4-(dlethylaminomethyl)phenyl]methyl}-3-[(3,5-difluor^ 
az6tldlne, 

1-{(S)-(4-chlorophenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-difluorophe^ 
azetidine, 

H(RS)-(4-chloropheny!)[4-(pip6razin-2-one-4-yl-methyl)phenyOmethyl}-3-[(3,5-difl^ 
m^thylenejazdtidine, 

1M(R)-(4-chloroph6nyl)[4-(pip6razln-2-one-4-yl-m6thyI)ph6nyl]m6thyl}-3-^^^ 
methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(piperazin-2-one-4-yl-methyl)phenyl]methyl}-^^ 
thylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(imidazol-1-yl-methyl)phenyl]methyl}-3-[(3,5-difluorop 
ne]az§tidine, 

1-{(R)-(4-chlorophenyI)[4-(imidazol-1-yl-methyI)phenyl)methyl}-34(3,5-difluorophen 
azetidine, 

H(S)-(4-chloroph§nyl)[4-(imidazol-1-yl-methyl)pheny!]methyl}-^^^^ 
ne] azetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N.N"dimethylcailDamoyl)phenyllmethyl^^^^ 
thyi6ne]az§tldine. 

(R)-1^(4-chlorophenyl)[4-(N,N-dimethylcaitamoyl)phenyllmethyl}-3<(^ 
lene]azetldine, 

(S)-1-{(4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)pheny!]methyl}-3-[(3,5-dm 
lene]azetidine, 

(RS)-1-{(4-chloroph6nyl)[4-(N-§thylcarbamoyl)phenyl]m6thyl)}-3-[(3,5-difiuoroph6nyl)( 
azetidine, 

(R)*1 4(4-chloroph6nyl)[4-(N-6thylcaitamoyl)ph6nyl]nri6thyl}-3^(3,6-dlfluoroph6nyl)(m6thy 
azetidjne, 

(S)-1-{(4<^hlorophenyI)[4-(N-ethylcarbamoyl)phenyl]methyl}-3-[(3,5-difluorop 
azetidine, 

(RS)-1-[(4-carbamoylph6nyl)(4<Jhlorophenyl)methyl]-3-[(3,5-difluor^^ {methylsulfonyl)m6thylene]azetidi- 
ne, 

(R)-1 -[(4<:arbamoylphenyl)(4-chlorophenyi)methyl]-3-[(3,5-difiuorophenyl)(methyls 

(S)-1-[(4-carbamoylphenyi)(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl) (methylsulfonyl)methyIene]azetidine, 
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1-[bis(4-chlorophenyl)m6thyl]-3-[(3,5-dichlprophenyl)(methylsulfonyl)met^^ az^tidine, 

1-benzhydryl-3-[(3-m6thylsulfanylph6nyl)(m6thylsulfonyl)m6thyl6ne]az6tldine, 

1-benzhydryl-3-[(3-m6thylsulfanytm^thyi)phdnyl)](m5thylsulfonyI)m6thyl^ne]az6tidine, 

1-[bis(4-chloroph6nyl)m6thyll-3-[(3-cyanophenyl)(m6thylsuffonyI)m6thyl6ne]az6tidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3-carbamoylphenyl)(methylsu!fonyl)methylene] 

1-[bis(4-chloroph6nyl)m6thyl]-3-[(3-m6thoxyph6nyl)(m6thylsulfonyI)m6thyl6ne] az^tidine, 

1-[bis(4K:hloroph6nyl)m6thyl]-3-[(3-hydroxyph§nyl)(m6thyIsulfonyI)me% az6tldine, 

1-[bis(4K:hloroph6nyl)m6thyl]-3-[(m6thylsulfonyl)(3-pyrrolidinylph6nyl)m6thyl&ne] az^tidine, 

1-[bis(4<:hloroph6nyl)m6thyl]-3-[(3-hydroxymethylphenyl)(m6thylsulfonyI)m6thyl^ 

1-[bis(4-chloroph6nyl)m6thyl]34(m6thylsulfonyl)[3-(N-piperidylcarbamoyI)ph6nyl] m6thyl6ne}az6tldlne, 

i-|bis(4-chloroph6nyl)methyl]-3-[(methylsulfonyl)(34rifluoromethylsulfanyl^^ 
tidine, 

1-[bis(44luorophenyl)m6thyl]-34(3,5-difluorophenyl)(methylsulfonyl)rn6thylene] azetidine, 
1-|bis(2-fluorophenyl)m6thyl]-3-[(3,5Kiifluorophenyl)(methylsulfonyI)me^^ az6tidine, 
1-[bis(34luoroph6nyl)nn6thyl]-3-[{3,5<lifluoroph6nyl)(methyIsulfonyl)m6thyle az6tidine, 
(RS)-1-[(4-chloroph6nyl)(thiazol-2-yI)m6thyI]-3^(m6thylsulfonyl)(ph6nyl)m6thyl6ne]azdti 
(R)-H(4K:hloroph6nyl)(thiazol-2-yl)m6thyl]-3-[(m6thylsulfonyl)(ph6nyl)m6thyl6ne] azetidine, 
(S)-14(4K;hlorophenyl)(thiazol-2-yl)methyl]-34(methylsulforiyl)(phenyl)methy azetidine, 
(RS)-1-[(4-chiorophenyl)(thien-2-yl)methyl]-3-[(3,5-difluorophenyl)(methy^ 

(R)-1 ^(4K:hloroph6nyl)(thien-2-yl)methyl]-3-[(3,5-difluoroph§nyI)(m6thylsuff^ m6thylfene]az6tldine, 
(S)-1-[(4-chloroph6nyl)(thlen-2-yl)methyl]-3-[(3,5-difluoroph6nyl)(inethylsulfonyl) m6thyl6ne]az§tidine, 
1-benzhydryl-3-[(ethylsuIfonyI)(ph§nyl)m6thylene]azetidine, 

1-|bis(4-chlorophenyl)methyl]-3-{{3-[N-(4-methylpiperazinyl)cail3amoyl]p (methylsulfonyl)methylene}azeti- 
dine, 

1-[bis(4<hloroph6nyl)methyi]-3-{[3-(2,2-dim6thylcarbohydrazido)pheny]](met^^ 

1-[bis(thlen-2-yl)m6thyl]-3-[(3,5-dlfluoropheny!)(methylsulfonyl)methylene) 
1 -[bis(p-tolyl)m6thyl]-3-[{m§thylsulfonyl)(ph6nyl)methyl6ne]az6tidine,- 

1-[(4<;hloroph§nyl)(4-hydroxymethylph6nyl)m§thyl]-3-[(3,5-difluoroph6nyl) (methylsulfonyl)m§thylene]az6tidine, 

1-[bis{4-chlorophenyl)methyl]-3-[{3-m^thyIaminoph6nyl)(methylsuIfonyl^^ 

(RS)-1-[(4-chlorophenyl){thlazol-2-yl)methyl]-3^{3,5-difluorophenyl)(m6^^ 
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(R)"1 -[(4<:hlorophenyI)(thia2ol-2-yl)methyl]-3-[(3,5-difluorophenyl)(^^^^ 

(S)-1-[(4-chloroph6nyl)(thlazol-2-yl)m§thyl]-3-[(3,5-difluoroph6nyl)(m6thylsulfony^^ 

1-[bis(4-chlorophenyl)methyll-3-[(methylsulfonyl)(2-methoxycarbonyrt^ 

1-[bis(4-chlorophenyl)methyl]-3-hydroxy-3-[(methylsulfohyl)(2-metho)^^^ 

1-[bis(4-chlorophenyl)methyl]-3-[(2-/sobutylaminocart)onylthlen 

1-[bls(4-chloroph6nyl)m6thyI]-3-[(3-m§thoxycarbonylph6nyl)(^^^ m6thyKRS)]az6tidin-3-ol, 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsulfonyl)(pyrldin-4-yl)methyl-( 

1-[bis(4<:hlorophenyI)methyl]-3-[(methylsulfonyl)(pyridin-3-yO 

3-({1-[bis-(4-chloroph§nyl)m6thyI]a26tidin-3-ylidene}-methanesulfonyl-methyO^ 

mide, 

3-({1-[bis-(4-ch!orophenyI)methy!]azetidin-3-ytldene}-methanesulfonyl-me^^ 
mide, 

3-({14bis-(4-chlorophenyl)methyl]a2etidin-3-ylldene}-methanesulfonyl-me^^^^ 
de. 

3-({1-[bis-(4<:hloroph6nyl)m6thyl]az6tidin-3-ylidene}-methanesutfonyl-m§thyl)N-(^^ 
ethyObenzamide, 

3-({1-[bis-(4<;hlorophenyl)methyl]azetldin-3-ylid§ne}-m.§thanesutf^^^^ 

3-({1-[bis-(4-chlorophenyOm6thyl]azetidin-3-ylidene}-methanesulfonyl-methyl)N-i 

3-({1.[bis-(4-chlorophenyl)methyl]azetidin-3-yiidene}-methanesurfon^ 
mide, 

3-({1-[bis-(4K:hlorophenyl)methyl]azetidin-3-yiidene}-methanesutfonyi-methyl^^ 
mide, 

N'-methyl-hydrazide de Tacide 3-{{1 -[bis-(4<hloroph§nyl)methyl]azetldin-3-ylidene}-methanesulfonyl-methyO 
zol'que, 

3-H1-[bis-(4-chlorophenyl)methyl]azetidln-3-ylidenel-methanesulfonyl^ 
mide, 

3-({1-[bis-(4-chlorophenyl)methyilazetidin-3-ylidene)-methanesulfonyl-methy^ 
benzamide, 

3.(|1.[bis-(4-chlorophenyl)methyl]azetldin-3-ylldene}-methanesulfony^ 
de, 

3-({1-[bis-(4-chlorophenyI)m6thyl]az6tidin-3-ylid6ne}-m6thanesulfonyt-m6t^^^ 
3-({1-[bls-(4-chlorophenyl)m6thyl]a26tidin-3-ylldene}-methanesulfonyl^ 
3-({1-[bis-(4-chlorophenyl)methyl]azetldin-3-ylidene}-methanesutfonyl-me^ 
3.({1-[bis-(4-chlorophenyl)methyl]azetidin-3-y!idene}-methanesutfony!-me^^ 
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3-({1-[bls-(4-chlorophenyl)methyl]a2etidin'3-ylidene}-m6thanesutfonyl-me^^ 
benzamide, 

3-({14bis-(4-chlorophenyl)m6thyl]a2etidin-3-ylidene}-methanesulfonyl-meth 

3- {{1-[bis-(4-chloroph6nyl)m6thyl]a26tidin-3-yrid6ne}-m6thanesulfonyl-m6thyl)N-(2-6th^ 

ester methyliquede racide4-{[3-({1-[bls-(4-chloroph6hyl)m6thyI]a26tidin-3-yiid§ne}-m6thanesulfony^ 
2oylamino]methyl)-cyclohexanecarboxylique, 

2- amino-1-{4-[3-({1-[bis-(4-chloroph6nyl)m6thyl]az6tidin-3-ylidfene}-m6thanesulfon 
1-yl}-§thanone, 

ester tert-butylique de I'acide (2-{4-[3-({1-[bis-(4K:hlorophenyl)methyl]azetldin-3-ylidene}-methanesutfonyl-me^ 
thyl)phenyl]piperazin-1-yl}-2-oxo-ethyl)carbamique. 

1-{443-({1-[bis-(4<:hloroph6riyl)m6thyl]azetldin-3-ylid§ne}-methanesulfonyl^ 
thylamino-ethanone, 

ester tert-butylique de Tacide (2-{4-[3-({1-[bis-(4-chlorophenyl)rnethyl]az6tidin-3-ylidfene}-rn§thanesulforiyl-m 
thyj)phenyl]pipera2ln-1-yl}-2-oxo-6thyl)N-methylcarbamique, 

N-m§thylamide de Tacide 4-(3-({1 -[bis-(4-chloroph6nyl)methyl]a26tidin-3-ylidene}m6thariesulfonyl-m§thyl)phenyI] 
plpera2ine-1 -carbothioic, 

N-methyl amide de I'acide 4-[3-({1-[bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}methanesulfonyl-methyl)pheny 
plp6ra2ine-1 -caitoxylique, 

ester de m6thyl de I'acide 4-[3-({1-[bis-(4-chloroph6nyl)methyl]a2etidin-3-ylldene}rri6thanesulfonyI-rn6thyl) 
pip§ra2ine-1 -carboxyiique, 

143-({1-[bis-(4-chloroph§nyl)rnethyOa26tldln-3-ylld§ne}-rnethanesulfonyl-methy^^ 
1-[3-({1-[bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}-methanesulfonyl-rnet^ 

4- acetyl 1-[3-{{1-[bis-(4-chlorophenyl)nriethyl]a2etidin:3-yndene)-nnethanesulfonylrne^^ 

1-{4-[3-({1-[bis-(4<hlorophenyl)methyl]a2etidin-3-ylidene}-rnetha 
methylamino-6thanone. 

1-[3-({1-[bjs-{4-chlorophenyl)methyl]azetldin-3-y!idene}-nriethanesulfonyl-methyl)^ 

ester tert-butylique de I'acide 4-[3-({1-|]bls-(4-chloroph6nyl)m6thyl]a26tldln-3-ylldfene}-rn6thanesulfonyl-m6thy^ 
phenyl]piperazine-1-carboxylique, 

1-[bis(4-m6thoxycaitonylph6nyl)m6thyl]-3-[(3,5-difluoroph6nyl)(rn6thylsulfonyl) m6thylene]az6tidine, 

3- acetoxy-1-[bis(4-rnethoxycarbonylpher)yl)methylJ-3-[(3,5-difluorophenyl) (melhylsulfonyl)methyl-(RS))a2etidi- 
ne, 

(RS)-4-[4-((4-chloroph6nyl){3-[(3,5-dlfluorophenyl)iTi6thanesulfonyl-methylene] az6tidin-1-yl)-m6thyl)ben2yl]mor- 
pholine, 

4- (4-{3-[(1-benzhydryl-a26tldin-3-yIldene)m6thanesulfonyl-m6thyI]ph6noxy}butyl)rnorph 
4-(4-{3-[(1-henzhydryl-a2etidin-3-ylidene)methanesulfonyl-methyl]phenoxy}-propyl)nnoipholine 
N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-thien-2-yl-sulfonamide, 
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N-{1-[bis(4-chlorophenyl)m6thyl]azetldin-3-yl}-4-m§thoxyph6ny^^ 

N-[4>(N-{1-[bls(4-chloroph6nyl)m§thyl]azetldin-3-yOsulfamoyl)ph§nyll^^ 

N-{1-[bis(4<;h!orophenyl)methyi]azetidin-3-yl}-4-methylphenylsulfonamid 

N-{1-[bis{4-chlorophenyl)methyl)a2etidin-3-yl}-3A-dimethoxyphen^ 

N-{1-[bis(4-chloroph6nyl)methyl]az6tidin-3-yI}-3-fluorophenylsulfonamide, 

N-{1-[bis(4-chloroph6nyl)m6thyl]az6tldln-3-yl}-3,4-dlchloroph6nylsurfonam 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-cyanoph6nylsulfonamjde, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-2,5-dimethoxyphenylsulfonam 

N-{1-[bis{4-chlorophenyi)methyl]azetidin-3-yl}-3-trifiuorome^^ 

N-{1-[bls(4-chloroph6nyl)m6thyl]az6tldln-3-yl}-napht-2-yl-su!fonamide, 

N-{1 -[bis(4-chlorophGny!)m6thyi]az6tidin-3-yl}naphM -yl-sulfonamide, 

N-{1-[bis(4-chlorophenyl)methyl]az6tidln-3-yl]}-3,4-difluoraphe 

N-{1 -[bis(4-chloropheny!)methyl]azetidin-3-yI}-1 -methyl-1 -H-imidazol-4-yl -sulfonamide, 

N-[4-(N-{1-[bls(4<;hloroph6nyl)m6thyl]az§tidin-3-yl)sulfamoyl)-2-chlproph6nyl]ac§ta^ 

N-{1-[bis(4-chlorophenyl)m§thyl]a26tidln-3-yl}pyrid-3-yl-su!fonamide, 

N-{1-[bis(4<h!orophenyl)methyl]azetidin-3-yl}-4-fluoroph6nylsul^^ 

N-{1-[bts(4-chlorophenyl)methyl]az6tidln-3-yl}quinol-8-ylsu!fonamide, 

N-{1-[bis(4-chlorophenyi)methyi]az6tidin-3-yl}phenylsu!fonamjde, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-(phenylmethyl)sulfonamide, 

N-{1:[bis(4-chlorophenyl)methyi]azettdin-3-yl}-3,5-difluoroph6nylsulfonam 

N-{1-[bis(4-chlorophenyl)methy!]azetidm-3-yI}pyrid-2-ylsulfonamlde,. 

NH1-[bis(4-chloroph6nyl)m6thyl]a26tidin-3-yl}-(3-fluoro-5-pyiTOlidin-1-^^ 

N-{1<bis(4-chlorophenyI)methyl]azetidin-3-yl}-N-methyl-4-fluorophenylsulfona^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl-quinol-8-ylsulfo 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl-phenyl^ 

N-{1-03js(4<jhloroph§nyl)m6thyl]a26tidin-3-yl}-N-m6thyl(phenylm§^^^ 

N-{1-[b}s(4-chloroph6ny!)m6thyl]a26tidin-3-yl}-3-sulfamoylph6nylsulfonam 

2-benzenesu!fonyl-NM1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl}-acetamide, 

N-{1-[bis-(4-chlorophenyl)-methyl]-a2etidin-3-yl}-2-(toluene-4-sulfonyl):acetamid 
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(3-chloro-4-methylsulfonyl-thlophene-2-carboxy)-{1-[bis-(4-chlorophenyl)-methyl]-a2 

N-{1-[bis-(4-chloroph6nyl)-m6thyi]-a26tldin-3-yl}-3-(2-ph6nyl-6thyl6nesulfonyl)-propionam 

N-{1-[bis-(4-chloropheny!)-m6thyl]-a2etldin-3-yl}-4-m6thylsulfonyl-ben2amide, 

N-{1-[bis-(4-chlorophenyl)-m§thyl]-az6tidin-3-yl}-4-methanesulfonyl45enzam 

(5-methylsulfonyl-thlophfene-2-carboxy)-{1-[bis-(4K}hlorophenyl)-methyl]-az6tidln-3-yl}^ 

(5-m6thylsulfonyl-3-m6thyl-4-vinyl-thioph6ne-2<:arboxy)41-|bis-(4-chloroph6nyl)H^ 

(RS)-N-{1-[(4<hloro-ph6nyl)-pyridin-3-yl-m6thyl]-a2§tldin-3-yl}-3,5-dlflu 

(RS)-N-{1-[(4<;hloro-ph§nyI)-pyrimidin-5-yl-m6thyl]-a26tidin-3-yl}-3,^ 

N-{1-[bis-(4-ch'loroph§nyl)m6thyl]-a2etidin-3-yl}-N-(6<;hloropyrid-2-yl)HTi6^^ 

N-{1-[bis-(4-chloroph6nyl)m6thyl]a26tidin-3-yl}-N-(6-6thylpyrid-2-yl)-m6thylsulf^^ 

N-{1-[bis-(4-chlorophenyl)m6thyl]azetidin-3-yl}-N-qulnol-6-yl-methyl-sulfonamide, 

N-{1-[bis-(4-chloroph6nyl)methyl]az6tidln-3-yl}-N-quinol-5-yl-m6thyl-sulfonannlde, 

N-{1-[bis-(4-chloroph6nyl)methyl]az6tidin-3-yl}-N-jsoquinol-5-yl-methylsulfonam 

N-{.1-[bis-(4-chloroph6nyl)m6thyl]az6tidln-3-yl}-N-pyrld-3-yl-m6thyl-sulfonamjde, 

N-{1-[bis-(4-chlorophenyr)methyI]azetidin-3-yl}-N-(1-oxyde-pyrjd-3-yl)-methyte 

N-(1R,2S,4S)-bicyclo[2,2,1]hept-2-yl-N-{1-[bls-(4-chlorophenyl)methyl] a2etidin-3-yI}-methylsulfonamlde. 

N-(1 R,2R,4S)-bicyclo[2,2,1 ]hept-2-yl-N-{1 -[bis-(4-chloroph§nyl)methyl]aze^ 

N-{1-[bls-(4-chloroph6nyl)m6thyl]az6tidin-3-yI}-N-(3,5-difluoroph6nyl)-m§thylsulfonamide, 

N-{1-[bis-(4-chlorophenyl)methyl]azetidln-3-yI}-N-(thiazol-2-yl)-m6thyl sulfonamide, 

N-{1-[bis-(4-chlorophenyl)-methyl]-a2etidln-3-yl}-N-(3-methoxyphenyl)-m 

N-{1-[bis>(4-chlorophenyt)-methyl]-azetidin-3-yl}-N-(3-hydroxyphenyl)-methyl^ 

N-{1-[bis-(4-chloroph§nyl)-m§thyl]-az6tidin-3-yl}-N-(3-hydroxym6thyl-ph6^ 

N-{1 -[bis-(4-chloroph6nyl)-m6thyl]-az6tidln-3-yl}-N-(m6thylsuIfonyl)-3-amlnoben2oate d'ethyle, . 

N-{1-[bis-(4-chloroph6nyl)methyl]az6tidln-3-yl}-N-(1-isobutyl-piperid-4-y 

N-benzyl-N^1-[b^s(4-chlorophenyl)m6thyf]azetidin-3-yl}amlne, 

N-{1-[bts{4-chloroph6nyl)m6thyl]az6tidjn-3-yl}-N-(3,5-difluorobenzyl)amine, 

N-{1-[bis(4-chlorophenyl)methyl)az6tidin-3-yl}-N-(3,5-dlfluorobenzyl)methylsulfonamld 

N-{1-[bls(4-chloroph6nyl)m6thyl]az6tidin-3-yl}-N-(pyrjd-3-yl-m6thyl)-m6thyls^ 

N-{1-[bis-(4-fIuoro-ph6nyl)-methyl]-a2etidin-3-yI}-N-(3,5-difluoroph6nyl)-m6^^ 



EP 1328 269 B1 

(RS)-N-{1-[(4<5hloroph6nyl)-pyr!d-3-yl-methyl]-a2etldin-3-yl}-N-(3.5-difl 

(R)-N-{1-[(4-chloroph6nyl)-pyrld-3-yl-m6thyl]'az6tidin-3-yl}-N-(3,5-difluoroph6nyl)-^^^ 

(S)-N-{1-[(4-chlorophenyl)-pyrid-3-yl-methyll-a2etidin-3-yl)-N-(3,5-difluorophenyl)-m 

(RS)-N414(4<:hlorophenyl)-pyrid-4-yi-methyl]-az6tidin-3-yl}-NK3 

(R)-N-{1-[(4-chIoroph6nyl)-pyrid-4-yl-m6thyl]-az6tldin-3-yl}-N-(3,5-difluoroph 

(S)-N-{1-[(4>chloroph6nyl)-pyrid-4-yl-m6thyl]-a26tidin-3-yl}-N-(3,5-difluoroph6nyl^ 

(RS)-N-{1<(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl}-N-(3,5-dm 

{R)-N^^[(4-chlorophe^yl)-py^imidin-5-yl-methyl]-a2etidin-3-yl)-N-(3,5-diflu^^^^ 

(S)-N-{1-[(4-chlorophenyl)-pyrimidin-5-yl-m6thyl]-a2etidln-^^^^^ 

N.{1.[bjs-(4-chloroph6nyl)m6thyl]az6tidin-3-yl}-N-(3.5-dlfluoro 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables avec un acide minora! ou organique. 
[0008] Et encore plus particulierement preferes sont les derives d'azetldine suivants : 

1-[bis(4K:hlorophenyl)methyl]-3-[(3,5-difiuorophenyl)(methylsulfonyl)methyl-( 

3-acetoxy-1-[bis-(4-chlorophenyl)methyll-3-[(3.5-ditluorophenyl)(methylulfonyl^ sulfonylm§- 
thyl-(RS)]azetidine 

1-[bls(4-chloroph6nyl)m6thy!]-3-[(3,5-difluoroph6nyl)(m6thylsulfony!)m6thyl6n^^ az^tidine, 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables avec un acide mineral ou organique. 
[0009] Comme exemples de sels pharmaceutiquement acceptables des ddrtves tfazStldine. peuvent §tre cites les 
sels suivants : benzenesulfonate, bromhydrate, chlorhydrate. citrate, ethanes u If on ate, fumarate. gluconate, iodate, 
isethlonate. maleate. m^thanesulfonate, methylene-bis-p-oxynaphtoate. nitrate, oxalate, pamoate, phosphate, salicy- 
late, succinate, sulfate, tartrate, theophyllinacetate et p-toluenesulfonate. 

[0010] D'autres antagonistes CB1 utiles dans les associations selon I'lnvention sont par exemple les derives de 
pyrazole d^crits dans EP576357. EP658546, EP65S354, W097/1 9063 et WOOO/46209, les d6riv6s de benzothlophfene 
et benzofuranne decrits dans WO96/02248, les arylsulfonamides d§crits dans W09B/37061. En particulier. on peut 
citer les produits connus sous le code SR1 41 71 6 et LY3201 35. 

[0011] L'effet de synergie de I'assocjation de sibutramine et d'un antagoniste CB1 dans la prise alimentaire a ete 
detennine selon le protocole suivant : .,• - j 

[0012] Des rats Zucker obeses Fa/fa ages de 7 semaines et provenant de Iffa-Credo, France ont 6te utilises dans 
cette etude Les rats sont heberges dans des cages individuelles et peses tous les jours entre 8 et 1 0 heures le matin. 
La quantite de nourriture est egalement pesee chaque matin a la meme heure. Cette nourriture (M20. Pietrement, 
France) est chang§e chaque jour et les rats y ont librement accfes durant 24 heures. Pendant une semame tous les 
rats sont traites par te vehicule (miglyol 81 2N et methylcellulose 0,5%/potysorbate 80 0.2%) en deux administrations 
consecutives. A partir du Seme jour les rats sont trait6s par le vehicule, I'antagoniste CB1 (1-[bls(4K;hloroph§nyl) 
m6thyl]-3-[(3,5-difluoroph6nyl)(m6thylsulfonyI)methylene]azetidine) ou la sibutramine par voie orale (voir table cl-des- 
sous). 

[0013] La sibutramine est mise en solution dans une solution de methylcellulose 0,5%/polysorbate 80 0.2% et ad- 
ministree a la dose de 3 mg/kg; Pantagoniste CB1 est mis en solution dans du miglyol 812N (HQIs, Allemagne) a la 
dose de 0,6 mg/kg, les deux produits sont administr6s sous un volume de 1 ml/kg. Chaque groupe est constitue de 
12^14 animaux. Les groupes suivants sont constitu6s et les animaux sonttrait6s pendant cinq jours k raison de deux 
administrations consecutives chaque jour 



GROUPE 


Premiere 
administration 


Deuxieme administration 


1 


miglyol 


methylcellulose 0,5 % / 
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(suite) 



GROUPE ' 


Premiere 
administration 


Deuxi^nrie administration 


"groupe v^hicule" 




polysorbate 0,2% 


2 

"groupe sibutramine" 


migiyol • 


sibutramine 3 mg/lcg 


3 

"groupe antagoniste CBI" 


antagoniste CB1 
0,6mg/l<g 


methylcellulose 0,5 % / 
polysorbate 0,2% 


4 

"groupe association" 


antagoniste CB1 
0,6mg/kg 


sibutramine 3 mg/lcg 



[0014] Cheque Jour, la consommation aiimentaire de cheque animal est mesur^e. Les r§sultats sont exprim^s en 
quantlte moyenne de nourriture consommee durant les 5 jours de traitement. Les r^sultats obtenus sont mentionnes 
dans le tableau ci-dessous. 



Traitement 


Consommation aiimentaire durant les 5 Jours de 
traitement (g) 


Vehicules 


25,52 ±0,30 


sibutramine 3 mg/kg 


' 24,60 ± 0,32* 


antagoniste CB1 0,6 mg/kg 


24,00 ± 0,24** 


sibutramine (3 mg/kg) + antagoniste CB1 (0,6 mg/kg) 


22.76 ± 0,02*** 



• p <0,05 
p <0,01 
•** p <0.0001 

30 

[0015] Les resultats demontrent que chez les animaux recevant rassociation sibutramine et antagoniste CB1 la 
diminution de la consommation aiimentaire est trfes sup6rieure a celle des animaux trait6s solt par la sibutramine seule 
solt par ('antagoniste 081 seul. 

[0016] Les composes de ('association peuvent etre employes par voie orale, parenteraie, transdennale ou rectale 
soit slmultan6ment solt s6par§ment solt de fagon 6tal6e dans !e temps. 

[0017] La pr6sente invention concerne egalement les compositions pharmaceutiques contenant ['association de si- 
butramine, son hydrate ou un de ses sels pharmaceutiquement acceptables et d'un antagoniste du recepteurCBI ^ 
I'etat pur ou avec un ou plusieurs diluents et/ou adjuvants compatibles et pharmacologiquement acceptables et/ou 
eventuellement en association avec un autre prodult pharmaceutiquement compatible et physiologiquement actif pour 
^ un usage soit slmultan6, solt s6par6, soit 6tal6 dans le temps. 

[0018] Comme compositions solldes pour administration orale, peuvent etre utilises des comprimes, des pilules, des 
poudres (capsules de gelatine, cachets) ou des granules. Dans ces compositions, les principes actifs sont melanges 
& un ou plusieurs diluants inertes, tels que amidon, cellulose, saccharose, lactose ou sillce, sous courant d'argon. Ces 
compositions peuvent egalement comprendre des substances autres que les diluants, par exemple un ou plusieurs 
lubrifiants tels que le st^arate de magnesium ou le talc, un colorant, un enrobage {drag§es) ou un vernis. 
[0019] Comme compositions tlquides pour administration orale, on peut utiiiser des solutions, des suspensions, des 
emulsions, des sirops et des 6lixirs pharmaceutiquement acceptables contenant des diluants inertes tels que I'eau, 
r^thanol, le glycerol, les hulles v6g6tales ou Thuile de paraffine. Ces compositions peuvent comprendre des substances 
autres que les diluants, par exemple des produits mouillants, edulcorants, epaississants, aromatisants ou stabllisants. 
[0020] Les compositions st6riles pour administration parenteraie, peuvent dtre de preference des solutions aqueuses 
ou non aqueuses, des suspensions ou des emulsions. Comme solvant ou vehlcule, on peut employer I'eau, le propy- 
leneglycol, un polyethyleneglycol, des huiles vegetales, en particuller I'hulle d'olive, des esters organiques injectables, 
par exemple I'oleate d'ethyle ou d'autres soivants organiques convenables. Ces compositions peuvent egalement 
contenir des adjuvants, en particuller des agents mouillants, isotonisants, emulsifiants, dispersants et stabllisants. La 
sterilisation peut se fatre de plusieurs fagons, par exemple par filtration aseptisante, en incorporant k la composition 
des agents steriiisants, par irradiation ou par chauffage. Elles peuvent egalement etre preparees sous forme de com- 
positions solides steriles qui peuvent etre dissoutes au moment de I'emplol dans de I'eau sterile ou tout autre milieu 
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sterile injectable. 

[0021] Les compositions pour administration rectale sent les suppositoires ou les capsules rectales qui contiennent, 
outre le produit actif , des exclpients tels que !e beurre de cacao, des glyc6rides semisynth6tlques ou des polyethylfe- 

neglycols. 

[0022] Les compositions pharmaceutiques contiennent generalement 0,5 a 1 0 mg de sibutramlne et 0,1 a 200 mg 
de I'antagoniste CB1 . 

[0023] La presente invention conceme egalement 1' association selon I'Invention pour Tobtentlon d'un medicament 
destine au traitement de I'obesit^. Les doses dependent de I'effet recherche, de la dur6e du traitement et de la vole 
d' administration utilisee; elles sent generalement de 1 a 15 mg par jour par vole orale pour un adulle de sibutramlne 
et de 0,10 a 500 mg par jour par vole orale pour un adulte de I'antagoniste CB1 . 

[0024] D'une fagon gen6rale, le m6decin d6termlnera la posologle appropri6e en fonctlon de I'Sge, du poids et de 
tous les autres facteurs propres au sujet a traiter 



Revendicatlons 

1 . Association d'un antagoniste CB1 et de sibutramlne, son hydrate ou un de ses sels pharmaceutiquement accep- 
tables. 

2. Association selon la revendicatlon 1 pour laquelle I'antagoniste CB1 est un compose de formule : 



R3 





(I)' 



dans laquelle 

soit R repr^sente une chaTne (A), (B) et 



(A) 



ou 



OR' 

( 

C OH 



(B) 



/SO2R, 



represente un radical methyle ou ethyle, 
R2 represente soit un aromatique choisi pamii ph6nyle, naphtyle ou tnd^nyle, ces aromatiques etant non substitues 
ou substitues par un ou plusieurs halogene, alkyie, alcoxy, -CO-a(k, hydroxy, -COOR5, formyle, trifluoromethyle, 
trifluorom6thylsulfanyle, trifluorom§thoxy, nitro, -NRgRy, -CO-NH-NRgRy, -N(alk)C00R8. cyano, -CONHR9, 
-CO-NR^eRi?.- alkylsulfanyle, hydroxyalkyle, -O-alk-NR^gf^ia alkylthioalkyle soit un heteroaromatlque choisi 
parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyie, chromannyle, 2,3-dihydroben2ofu- 
ryle, 2,3-dlhydrobenzothienyte, Indolinyle, indolyle, isochromannyle, Isoquinolyle, pyrldyle, quinoiyle, 1,2,3,4-t6- 
trahydroisoquinolyle, 1 ,2,3,4-tetrahydroquinolyle, thiazolyle, thienyle, ces heteroaromatiques pouvant etre non 
substitues ou substitues par un halogene, alkyle, alcoxy, -COOR5, trifluoromethyle, trifluoromethylsulfanyle, tri- 
fluorom^thoxy. nitro, -NRgRy, -CO-NH-NRgRy, cyano, -CONHR9, alkylsulfanyle, hydroxyalkyle ou alkylthioalkyle, 
R3 et R4, identiques ou differents, representent soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, 
ces aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, 
trifluoromethyle, trifluoromethoxy, -CO-alk, cyano, -COOR5, -CONRioRn. -CO-NH-NReRy, alkylsulfanyle, hy- 
droxyalkyle, -alk-NRgRy ou alkylthioalkyle; soit un heteroaromatlque choisi parmi les cycles benzofuryle, benzo- 
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thiazolyle, benzothi§nyle, benzoxazolyle, chromannyle, 2.3-dihydroben2ofuryle, 2,3-djhycirobenzothienyIe, furyle, 
tsochromannyle, isoquinolyle, pyrrolyie, quinolyle, 1 ,2,3,4-t6trahydroisoquinolyle, thiazolyle, thi6nyle, ces h^teroa- 
romatlques pouvant §tre non substitu6s ou substitute par un halog^ne, alkyle, alcoxy, hydroxy, trifluorom6thyle, 
trifluorom6thoxy. cyano, -COOR5. -CO-NH-NR6R7. -CONR^o'^ii' ■^"^'NReRy, alkylsulfanyle, hydroxyalkyleou alk- 
ylthioalkyle, 

R5 est un radical alkyle ou phtnyle 6ventuellement substitut par un ou plusleurs atomes d'halog&ne, 

Rg et R7, identiques ou diff^rents repr^sentent un atome d'hydrog^ne ou un radical alkyle, -COOalk, cycloalkyie, 

alkylcycloalkyte, -alk-0>alk, hydroxyalkyle ou bien Rg et R7 torment ensemble avec Tatome d'azote auquel lis sont 

rattaches un heterocycle mono pu bicyclique sature ou insature ayant 3 & 1 0 chainons, contenant eventuellement 

un autre heteroatome choisi pamni oxygene, soufre et azote et etant eventuellement substitue par un ou plusleurs 

radicaux alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NRi^R^g, 0x0, hydroxyalkyle, -alk-O-alk, 

-CO-NH2, 

Rs represente un radical alkyle, 

Rg represente un atome d'hydrogene ou un radical alkyle ou alkyle substltu6 par dialkylamino, phenyle, cycloalkyie 
(eventuellement substitue par -COOalk) ou un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 
chainons, contenant eventuellement un ou plusleurs h§teroatomes choisis parmi oxygene, soufre et azote et etant 
Eventuellement- substitue par un ou plusieurs radicaux alkyle, 

R^o 3^ ^^^t identiques ou diffErents, repr^sentent un atome d'hydrog&ne ou un radical aikyle ou bien R-jq et R^^ 
torment ensemble avec I'atome d'azote auquel lis sont rattach6s un heterocycle mono ou bicyclique satur6 ayant 
3 a 10 chainons, contenant eventuellement un autre h§t6roatome choisi parmi oxygene, soufre et azote et 6tant 
eventuellement substitue par un radical alkyle, 

R^2 6t R13, Identiques ou differents, repr^sentent un atome d'hydrog§ne ou un radtoal alkyle, cycloalkyie ou bien 
R^2 3^ ^13 forment ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique 
sature ayant 3 a 10 chainons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et 
azote et etant eventuellement substitue par un radical alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, -CO- 
alk-NRi4Ri5 ou un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons et contenant un heteroatome 
choisi pamnI oxygfene, soufre et azote, 

R^4 et R^5, identiques ou differents, representent un atome d'hydrog^ne ou un radical alkyle ou -COOalk, 
R^e et R^7 fonnent ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique 
sature ayant 3^10 chaTnons. contenant eventuellement un autre heteroatome choisi pamrii oxygene, soufre et 
azote, 

R' represente un atome d'hydrogene ou un radical -CO-alk, 
soit R represente un radical CHR^g ®^ . 
R^8 represente un radical -NHCOR^g ou -N(R2o)-Y-R2i, 
Y est CO ou SOg, 

R4. et Rg, Identiques ou differents, representent soit un aromatique choisi parmi phenyle, naphtyle et indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, 
trifluoromethyle, trifluoromethoxy, -CO-alk. cyano, -COOH, -COOalk, -CONR22R23. -CO-NH-NR24R25, alkylsulfa- 
nyle. alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxyalkyle, ou 
-alk-NR22R23i soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, ben- 
zoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, pyrimidinyle, furyle, imidazolyle, iso- 
chromannyle, isoquinolyle, pyrrolyie, pyridyle, quinolyle, 1 ,2,3,4-tetrahydroisoquin6lyle, thiazolyle etthienyle, ces 
heteroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoro- 
methyle, trifluoromethoxy, cyano, -COOH, -COOalk, -Cb-NH-NR24R25, -CONR22R23. -alk-NR24R25. alkylsulfany- 
le, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle,. alkylsulfonylalkyle ou hydroxyalkyle, 
R^9 represente un radical -alk-S02-R26i -alk-S02-CH=CH-R26, Het^ substitue par -SO2-R26 ph6nyle substitue 
par-S02-R26 -alk-S02-R26. 

R20 represente un atome d'hydrogene ou un radical aikyle, 
R21 represente un radical phenyialkyle. Het^ ou Ar^, 

R22 et R23, identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R22 et R23 
forment ensemble avec I'atome d'azote auquel lis sont rattaches un heterocycle mono ou bicyclique sature ayant 
3 a 10 chainons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, 

R24 et R25, identiques ou differents representent un atome d'hydrogfene ou un radical alkyle, -COOalk, cycloalkyie, 
alkylcycloalkyle, -alk-O-alk ou hydroxyalkyle ou bien R24 et R25 fonnent ensemble avec I'atome d'azote auquel ils 
sont rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 ci 10 chaTnons, contenant eventuel- 
lement un autre heteroatome choisi pamni oxygene, soufre et azote et etant eventuellement substitue par un ou 
plusieurs alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, 0x0, hydroxyalkyle, -alk-O-alk ou -CO-NHg. 
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R26 repr6sente un radical alkyle, Ar^ ou Het^, 

Ar^ repr§sente un radical phenyle, naphtyle ou Indenyle, ces radicaux etant eventuellement substitues par un ou 
plusieurs halogfene, alkyle, alcoxy, cyano, -COalk, -COOH, -COOalk, -CONR27R28. -CO-NH-NR25,R3o, alkylsul- 
fanyle, alkylsulfinyle, alkylsulfonyle, -alk-NRggRso, -NR29R30. alkylthioaIkyle,formyle, hydroxy, hydroxyalkyle, Het, 
5 -0-alk-NH-cycloalkyle, OCF3, CF3, -NH-CO-alk. -SOgNHg, -NH-COCH3, -NH-COOalk, Het ou bien sur 2 atomes 

de carbone adjacents par un dioxymethylene, 

Heti represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 chalnons et contenant un ou 
plusieurs het^roatomes choisis parmi oxygene, soufre et azote eventuellement substltue par un ou plusieurs alkyle, 
alcoxy, vinyle, halogene, alcoxycarbonyle, 0x0, hydroxy, OCF3 ou CF3, les heterocycles azotes 6tant 6ventuelle- 

10 ment sous ieur forme N-oxydee, 

R27 et R28. Identiques ou dlff6rents, repr6sentent un atome d'hydrogfene ou un radical alkyle ou bien Rgy et R2g 
fomnent ensemble avec I'atome d'azote auquel ils sont rattaches un heterocycle mono ou bicyclique sature ayant 
3 & 10 chaTnons, contenant Eventuellement un autre het6roatome cholsl pamrij oxygfene, soufre et azote et 6tant 
eventuellement substitue par un ou plusieurs radicaux alkyle, 

'5 R29 et R30, identiques ou differents, representent un atome d'hydrogene ou un radical alkyle, -COOalk, cycloalkyle, 

alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien Rgg et R30 ferment ensemble avec I'atome d'azote auquel ils 
sont rattaches un heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chamons, contenant eventuel- 
lement un autre heteroatome choisi pannl oxygene, soufre et azote! et Etant Eventuellement substltuE par un ou 
plusieurs radicaux alkyle, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, 0x0, hydroxyalkyle, -alk-O-alk, -CO-NH2, 

20 . ■ solt R represente CHR31 et 

R31 represente un radical -N{R32)R33. -N(R32)-CO-R33, -N(R32)-S02R34, 

R4 et R3, identiques ou diffErents, representent solt un aromatique choisi pamni phenyle, naphtyle et indenyle, ces 
aromatiques Etant non substituEs ou substitues par un ou plusieurs halogene, alkyle, alcoxy, fomnyle, hydroxy, 

trifluoromethyle, trifluoromethoxy, -CO-alk, cyano, -COOH, COOalk, -CONR22R23. -CO-NH-NR24R25, alkylsulfa- 
25 nyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsutfinylalkyle, alkyisulfonylalkyle, hydroxyalkyle ou 

-alk-NRyRei solt un heteroaromatlque choisi parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, ben- 
zoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-dlhydrobenzothienyle, furyle, imidazolyle, isochromannyle, 
Isoquinolyle, pyrrolyle, pyrldyle, pyrimidyle, quinolyle, 1,2,3,4-tEtrahydroisoquinolyle,thiazolyle etthienyle, ces he- 
teroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluorome- 
30 thyle, trifluoromethoxy, cyano, -COOH, COOalk, -CO*NH-NR24R25, -CONR22R23. -alk-NR24R25. alkylsulfanyle, 

alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkyisulfonylalkyle ou hydroxyalkyle, 
R32 represente un radical -C(R35)(R36)-Het2, -Hetg, -C(R35)(R36)-Ar2, Ar2, cycloalkyle ou norbornyle, 
R33 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-CONR22R23. -alk-NR22R23. 
alcoxy, Arg, Hetg, -CHgArg, -CH2Het2 ou alkyle eventuellement substitue par un ou plusieurs halogene. 
55 R3^ reprEsente un radical hydroxyalkyle, -alk-COOalk, -alk-CONR22R23. -alk-NR22R23. alcoxy Arg, Hetg, -CH2Ar2, 

-CHgHetg ou alkyle eventuellement substituE par un ou plusieurs halogene, 

R35 reprEsente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-CONR22R23. -alk-NR22R23. 
alcoxyalkyle, Ar2, Het2, -CH2Ar2, -CH2Het2 ou alkyle Eventuellement substltuE par un ou plusieurs halogene, 
R36 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, -alk-CONR22R23» -alk-NR22R23i 
40 alcoxyalkyle ou alkyle eventuellement substitue par un ou plusieurs halogene, 

ou bien R35 et R3e forment ensemble avec I'atome de carbone auquel ils sont rattaches un cycle mono ou bicyclique 
sature ayant 3 a 10 chatnons, contenant Eventuellement un autre heteroatome choisi parmi oxygene, soufre et 
azote et Etant Eventuellement substltuE par un ou plusieurs alkyle, 

Ar2 represente un radical phenyle, naphtyle ou indenyle, ces differents radicaux etant eventuellement substitues 
45 par un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, cyano, -COOH. -COOalk, -CONR37R38, -CO-NH-NR39R40, 

alkylsulfanyle. alkylsulfinyle, alkylsulfonyle, >a!k-NR39R4^), -NR39R4Q, alkylthioalkyle,formyle, CF3, OCF3, Het, -O- 
alk-NH-cycloalkyle, SO2NH2, hydroxy, hydroxyalkyle, -NHCOalk, NHCOOalk ou sur 2 atomes de carbone adja- 
cents par dioxymEthylene, 

Het2 represente un hetErocycle mono ou bicyclique insature ou sature, ayant 3 a 1 0 chaTnons et contenant un ou 
50 plusieurs heteroatomes choisi panni oxygene, soufre et azote eventuellement substitue par un ou plusieurs alkyle, 

alcoxy, halogene, alcoxycarbonyle, 0x0, hydroxy, les hEtErocycles azotEs Etant Eventuellement sous leur.forme 
N-oxydee, 

®^ f^as' identiques ou diffErents. reprEsentent un atome d'hydrogEne ou un radical alkyle ou bien R37 et R38 

forment ensemble avec I'atome d'azote auquel Ils sont rattachEs un hEterocycle mono ou bicyclique saturE ayant 
55 3 a 1 0 chalnons, contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 

Eventuellement substitue par un ou plusieurs alkyle, 

R39 et R40, identiques ou differents, representent un atome d'hydrogene ou un radical alkyle ou bien R39 et R40 
forment ensemble avec I'atome d'azote auquel ils sont rattachEs un hEtErocycle mono ou bicyclique saturE ayant 
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3 k 10 chaTnons, contenant eventuellement un autre heteroatome choisi parmi oxyg^ne, soufre et azote et 6tant 
§ventuellement substitu6 par un pu plusieurs alkyle, 
alk represents un radical alkyle ou alkyl6ne, 

les radicaux et portions alkyle et alkylene et les radlcaux et portions alcoxy sont en chaine drolte ou ramifi^e et 
contiennent 1 ^ 6 atomes de carbone et les radicaux cycloalkyle contiennent 3^10 atomes de carbone, 
les isomdres optlques de ces compos6s et leurs sels avec un aclde mineral ou organique pharmaceutiquement 
acceptables. 

Association selon la revendication 2 pour laquelle le compose de fomnule (1) est choisi pamni .les composes 
suivants : 

1-ben2hydryl-3-[(methylsulfonyl)(phenyl)methylene]a26tidine, 

1-ben2hydryl-3-[(3-methylphenyl)(methylsulfonyl)methylene]azetidlne, 

1-benzhydryl-3*[(3-chlorophdnyl)(m6thylsulfonyl)m6thylene]az6tldine, 

1-benzhydryl-3-[(3,5-dtchlorophenyl){m6thylsulfonyl)methylene]a26tidine, 

1-benzhydryl'3-[(2,5-dichlorophenyl)(m6thylsulfonyl)m6thylene]azetidine, 

1-benzhydryl-3-[(2,3-dichlorophenyl)(methylsulfonyI)methy(ene]azetjdine, 

1-benzhydryl-3-[(3-fIuorophenyl)(methylsulfonyl)metliylene]azetidine, 

1-benzhydryl-3-[(3,5-difluorophenyl)(methylsultonyl)methylene]azetldine, 

1-benzhydryl-3-[(3-bromophenyl)(m6thylsulfony!)m§thylenela2etidine, 

1-ben2hydryl-3-[(3-iodoph6nyl)(m6thyisulfonyl)m6thyl6ne]az6tidine, 

1-benzhydryl-3-[(methy!sulfony|)(3-tnfluoromethoxyphenyl)methylene]a2etidine, 

1-benzhydryl-3-[(methylsulfonyl)(3-tnfluoromethylphenyl)methylene]azetidine, 

1-benzhydryl-3-{[3,5-bis(trifluoromethyl)phenyl](methylsulfonyl)methylene}a2etidlne 

1-benzhydryl-3-[(3,5-dibromophenyl)(methylsutfonyl)methylene]azetldlne, 

1-benzhydry!-3-[(3-methoxycarbonylphenyl){methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-cyanophenyl)(m§thylsulfonyI)m6thylene]azetidine, 

1-benzhydryl-3-[(3-cart)amoylphenyl)(methylsulfonyl)methylene]a2etidine, 

1-benzhydryl-3-[(m6thylsulfonyl)(napht-1-yl)(m§thylsulfony!)m6thyl§ne]az6ttdlne, 

1 -[bis(4<;hlorophenyl)methyl]-3-[(3,5-difluoroph6nyl)(methylsulfonyl)m6thylene] az^tidine, 

1-[bis(4-m6thoxyph6nyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)m6thyl6nela2etldine, 

1-[bis(4-methylphenyl)m6thyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene] azetidine, 

(RS)-3-[(3.5-dlfluorophenyl){methylsulfonyl)m6thyl§ne]-1-[(4-m6thoxyph6nyl) (ph6nyl)m6thyl)]az6tidlne, 

(R)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]-1-[(4-methoxyphenyl) (phenyl)methyl]azetidine, 

(S)-3-[(3,5-difluorophenyl){m6thylsulfonyl)m6thylene]-1-[(4-methoxyph6nyl) (ph6nyl)m6thyl]az6tidine, 
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1-[bis(4-trifluoromethbxyphenyl)m6thyl]-3^(3,5-difluoroph6nyl)(me^ methylfene]a26tidlne. 

1-[bis(4-trifluorom6thylph6nyl)m6thyl]-3-[(3.5-difluoroph§nyl)(m6thylsulfonyl^ 
1-[bis(4-chlorophenyl) methyll3-{[3,5-bis{trlfluoromethyl)phenyl]methylsulfonyl methylene)azetidine, 

(RS)-1-[(4-chloroph6nyl){2,4-dichlorophenyl)m§thyi]-3-[{3.5-dmuorophenyO 

dine, 

(R)-l4(4<:hlorophenyl)(2,4-dichlorophenyl)methyi]-3-[(3,5-difluorophenyl)(me^^ 
ne, 

(S)-1-[(4<:hlorophenyl)(2,4-dichlorophenyl)methyl]-3-[(3,5-djfluorophenyl)(me^^ 
ne, 

(RS)-1-{(4-chIoroph6nyl)[4-(hydroxym§thyl)phenyllm§thyl}-34(3,5-difluorophenyI)(m 
nejazetidine, 

(R)-1-{(4-chloroph6nyl)[4-(hydroxym6thyl)ph6nyllm6thyl}-3-[(3,5-difluoroph6nyl)(m6^^ 
azetidine, 

(S)-1-{(4-chloroph6nyl)[4-(hydroxym6thyl)phdnyl]m§thyl}-3-[(3,5-difluorophen^ 

azetidine, 

(RS)-1-{(4-chlorophenyl)[4-(pyrrolidylnnethyl)phenyl]methyl)-3-[(3,5-ditluoroph 
ne]az6tidine, 

(R)-1-{(4-chlorophenyl)[4-(pyrrolidylmethyl)pheny!]methyll-3-[(3,5-difluoro^ 
azetidine, 

(S)-H(4-chlorophenyl)[4-(pyrrolidylinethyl)phenyl]naethyl}-3-[(3,5-difluorophenyO 
azetidine, 

1-{(RS)-(4-chiorophenyl) [4-(3,3-dim6thyl-pip6fidin-1-yl-nnethyl)phenyl]methyl}-3-p 
thylsulfony!)methylene]a26tidtne, 

1-{(B)-(4-chIorophenyl) [4-(3,3-dimethyl-pip§ridin-1-yl-methyl)phenyllmethyl}-3-[{3,5-difluorop^ 
sulfohyl)methylene]azetidlne, 

1-{(S)-(4-chiorophenyl) [4-(3,3-dimethyl-piperidin-1-yl-methyl)phenyl]methyl}-3-[(3,5-dlfluorop 
sulfonyl)nnethylene]azetidine, 

1-{(RS)-(4-chloroph§nyI) [4-(thiomoipholin-4-yl-m6thyl)ph6nyl]nri6thyl}-3-[(3.5-difluoroph6nyl)(^^^ 
nyl)methyl§ne]azetidine, 

1-{(R).(4-ch!oropheny!)[4-(thiomoipholln-4-yl-methy!)ph6nyllme^^^^ 
m6thyl§ne]azetldine, 

1-{(S)-(4-chlorophenyl)[4-(thiomorpholin-4-yl-methyl)phenyl]m6thyl}^ 
methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-ethyl-N-cyciohexyl-aminomethyl)phe^^^^ 
thylsulfonyl)m6tliylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexyl-aminonnethyl)phenyl]nnethyl)-3-[(3,5-d^ 
sulfonyl)methylene]a2etidine, 

1-{{S)-(4-chloropheny!)[4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyllm^^ 
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su If 0 nyl )m ethy len e] azeti d i n e , 

1-{{(RS)-(4-chloroph6nyl){4-[(4-6thoxycaitonyIpip6ra2inyl)m6thyl]ph6nyOm6th 
(methylsulfonyl)m§thylene]a26ticline, 

1-{{{R)-(4-chloroph6nyl){4-[(4-6thoxycaii3onylpip6ra2lnyI)m6thyl]ph6nyl)m6^ 
thylsulfonyl)methyl&ne]az6tidine, 

1-{{(S)-(4-chlorophenyl){4-[(4-6thoxycartDonylpiperazinyl)methyl]phenyl}m6^ 
thylsulfonyl)m6thyl&ne]az6tidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propyl-aminom6thyl)ph§nyl]m§t 
thylsulfonyl)m6thyl6ne]az^tidine, 

1-{(R)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]methyl}-3^^^ 
thylsulfonyi)methylene]azetidine, 

«^ 

1- <(S)-(4-chlorophenyl)[4-{N<yclopropyl-N-propyl-aminom§thyI)ph6nyl]m6thyl}-^^ 
.thylsulfonyl)m6thyl§ne]az6tidine, 

1-{(RS)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-dm 
.methylene]azetldine, 

1-{(R)-(4-chlorophenyl)[4-(diisopropylamlnomethyl)phenyl]methyl}-3-[(3,5.-difluorop 
methylene]azetidine, 

14(S)-(4-chloroph6ny!)[4-(diisopropylaminom6thyl)ph6nyl]m6thyl}-34;(3,5-d^ 
methylene]azetidine, 

1-{{(RS)-(4-chloroph6nyl){44bis-(2-m6thoxy6thyl)amlnom§thyl]ph6nyl)m6thylH 
thylsulfonyl)methylene)azetldine, 

1-{{(R)-(4-chlorophenyl){4-|bis-(2-methoxyethyl)aminomethyl]ph§n^ 
thy!sulfonyl)methylene]azetidine, 

1-{{(S)-(4-chlorophenyl){4-[bis-(2-methoxyethyl)aminomethyf]phenyl}methy^ 
sulfonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(di-n-propylamjnomethyl)phenyl]methyI)-3-[(3,5-diflu 
methylene]az6tldlne, 

1-{(R)-(4-chloroph6nyl)[4-(di-n-propylamjnom§thyl)phenyl]m§thyl}-3-[(3,5 
m6thyl6ne]az6tidlne, 

1-{(S)-(4-chlorophenyl)[4-(di-n-propyIaminom§thyI)phenyl]m6thyl}-3-[(3,5-dlf^^ 
m6thyl6ne]azetjdine, 

1-{(RS)-(4-chlorophenyl)[4-(piperidin-1-yl-methyl)phenyl]methyl}-3-[(3,5-din 
thylene]azetldine, 

1-{(R)-(4-chlorophenyl)[4-(pip6ridtn-l7(-m6thyl)ph6nyl]m6thyl}-3-[(3,5-dm . 
thyl6ne]az6tldine, 

1-{(S)-(4-chloroph6nyl)[4-(pip6ridin-1-yl-m6thy!)ph§nyl]m6thyl]-3-[(3,6^ 
thylene]az§tidlne, 

1-{(RS)-(4-chlorophenyl)[4-(4-methyl-pipera2in-1-yl-methyl)phenyl]methyl}-3-^ 
sulfonyl)methylene]azetidine, 
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1 -{(R)-(4-chlorophenyl)[4-(4-methyl-pipera2in-1 -yl-methyl)ph 
fonyl)m6thylene]az6tidine, 

1.|(S).(4-chloropheny!)[4-(4-m6thyl-pip6razin-1-yl-methyl)phe^^^ 
fonyl)methylene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(morpholin-4-yl-methyl)phenyl]methyl}-^ 
methylenejazetldine, 

14(R)-(4-chlorophenyl)[4-(morpholin-4-yl-methyl)phenyl]methyl}-3-[(3,5-difl 
thyl&ne]az6tidine, 

1-{(S)-(4-chlorophenyl)[4-(moipholin-4-yl-methyl)phenyl]methyl}-3-[(3,5-difl 
thylene]az§tidine,. 

1-{{RS)-{4-chlorophenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3.5-difluorophenyO( 
thyienejazetidine, 

14(R)-(4-chloroph6nyl)[4-(dl6thylaminom6thyl)ph6ny!]m6thyl}-3-[^^ 
!ene)azetidine, 

1-{(S)-(4:chlproph§nyl)[4-(dj6thylamlnomethyl)phenyl]methyl}-3-^^^ 
lenejazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(piperazln-2-one-4-yl-methyl)phenyl]methyl}-3-[(3,5-din 
nyi)methylene]a2etidine, 

1.{(R)-(4-chlorophenyl)[4-(pipera2in-2-one-47l-methyl)phenyl]methyl^^^^ 
nyl)m6thylene]azetidine, 

1-{(S)-(4-chlorophenyi)[4-(piperazin-2-6ne-4-yl-methyl)ph§nyl]methyl}-3H;(3,5-dlfl 
nyl)methylene]a26tld!ne, 

1-{(RS)-(4-ch!orophenyl)[4-(imidazol-1-yl-methyl)phenyl]methyl}-^^^^ 
thyl§ne]az6tidine, 

1.{{R)-(4-chlorophenyl)[4-(imida2ol-1-yl-methyl)phenyllmethyl}-3-[(3,5-difl^ 
lene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(imida2ol-1-yl-methyl)phenyllmethyl}-^ 
lenejazetidine, 

(RS)-1'{(4-chloroph6nyl)[4-(N.N<llm6thylcaitamoyl)ph6nyl]m6th^^ 
m§thylene]az6tidine, 

(R)-1-{(4-chloroph6nyl)[4-(N,N-dlm6thyicait>amoyl)ph6nyl]m6thyl}-3^(3,5-^^^^ 
methyiene]azetidine, 

(S)-1-{(4-chlorophenyl)[4-(N,N-dimethylcail3amoyOphenyl]methyl}-3^(3,^ 
methylene]azetidlne, 

(RS)-H(4<hlorophenyI)[4-(N-ethylcarbamoyl)phenyl]methyl)}-3-[(3,5-difluoroph 
lenejazetidine, 

(R)-1-{(4-chlorophenyI)[4-(N-ethylcarbamoyl)phenyl]methyl)-3-[(3,5-difluorophenyl^ 
ne]az6tidine, 

(S)-1-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyI}-3-[(3,5^^ 
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ne]a2etidine, 

(RS)-1-[(4K;arbamoylph6nyl)(4-chioroph6nyl)m6thyl]-3-[(3,5-clifluoroph6nyl) (methyls ulfonyl)m6thy Ifene]a26- 

tidine, 

(R)-1-[(4-carbamoylphenyl)(4-chIoroph6nyl)m6thyl]-3-[(3,5-difluoroph6nyl){m6thylsulfon 
dine, 

(S)-14(4K:aiiDamoytphenyl)(4-chlorophenyl)methyl]-3-[{3,5-difluorophenyl) (methylsultonyl)methylfene]a2eti- 
dine, 

1-[bis(4-chloroph6nyl)m6thyl)-3-[(3,5-dichloroph6nyl)(m6thylsulfonyl)methyl§ne] az^lldine, 

1-ben2hydryl-3-[(3-methy!sultanylphenyl)(methylsulfonyl)methylene]azetldine^ 

1-ben2hydryl-3-[(3-m6thylsulfanylmethyl)phenyl)](methylsu!fonyl)methylene]€^ 

1-[bis(4K:htorophSnyl)m^thyl]-3-[(3-cyanoph^nyl)(m6thylsutfonyl)methyt§ne]az^ 

1-[bis{4-chloroph6nyl)methyl]-3-[(3-carbamoylph6nyl)(m6thylsulfonyl)me^ 

1-[bis(4-chlorophenyl)methyl]-3-[(3-m6thoxyphenyl)(methy!sulfonyO^ 

1 -[bls(4<)hlorophenyl)methyl]-3-[(3-hydroxyphenyl)(methylsulfonyl)methyle azelidine, 

1-[bis(4<hlorophenyl)methyl]-3-[(methylsulfonyl)(3-pyiTolidinylphenyl)me^^ azetidine, 

1-[bis(4<hlorophenyl)methylJ-3-[(3-hydroxymethylpheny!)(methylsulfonyl)me^ 

1-[bls(4K:h!oroph6nyl)m6thylJ3-{(m6thylsultonyl)[3-(N-plp§ridylcarbamoyl)ph6nyl] nn6thyl6ne}az6tidlne, 

1-[bis(4-chlorophenyl)m^thyl]-3-[(m6thylsulfonyl)(34rifiuorom6thylsulfanylph6nyl)(m4t^^ 
azetidine, 

1-[bis(4-fluoroph6nyl)m6thyl]-3-[(3,5-difluorophenyI)(methylsulfonyl)m6thy^ azetidine, 
1-[bis(2-fluoroph6nyl)m6thyl]-34(3,5-difluoroph6nyl)(methylsulfonyI)m6thyle^ a26Udine, 
1-[bls(3-fluorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene] azetidine, 
(RS)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)me^^ 
(R)-14(4-chloroph6nyl)(thiazol-2-yl)nr»6thyl]-3-[(nri6thylsu!fonyI)(ph6nyl)mfethyl^^ azetidine, 
(S)-1-[(4K:h!orophenyl)(thiazol-2-yl)nri6thyl]-3-[(methylsulfonyl)(phenyl)nn6thyldne] az6tidine, 
(RS)-1-[(4-chloroph§nyl)(thi6n-2-yl)m6thyl]-3-[(3,5-difluoroph6nyl)(nri6thyl^^ 

(R)-1-[(4-chloropheny!)(thien-2-yl)methyl]-3-[(3,5-dittuoropheny!){methyisulfonyl) metliylene]azetidlne, 
(S)-1-[(4-chloroph§nyl)(thi6n-2-yl)m6thyl]-3-[(3,5-difluoroph6nyl){nri6thylsulfonyO m6lhyl6ne]az6tldine, 
1-benzhydry!-3-[(6thylsulfonyl)(ph6nyl)m6thyl6ne]az6tidine, 

1-[bis(4-ch!orophenyl)niethyl]-3^{3-[N-(4-methylplperaziny!)cail3anrioyl]phe^^ (methylsulfonyl)methylene) 
azetidine, 

1-[bis(4<hloroph§nyl)m6thyl]-3^[3-(2,2<iln^§thylcarbohydrazido)ph6nyl]{n1ethylsulf 
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ne, 

1-[bis(thi6n-2-yl)m6thyl]-3-[(3',5-dlfluoroph6nyl)(m6thylsulfonyi)m6thyl^ 
1-[bis(p4olyl)methy!l-3-[{methylsuifonyl)(phenyl)methylene]a2etidine, 

1-[(4-chlorophenyl)(4-hydroxymethylphenyl)methyl]-3-[(3,5-difluorophenyI) (methylsulfonyl)methylene]azeti- 
dine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methylaminophenyO 

(RS)-1-[(4K;hlorophenyl)(thia2ol-2-yl)methyll-3-[(3,5-difluoraph§nyl)(m^^ 

(R).1.[(4^hIoroph6nyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(m6thylsu!fon 

(S)-1-[(4-chloroph6nyl)(thiazol-2-yl)m6thyI]-3-[(3.5-dlfluorophenyl)(methy!sul^^ 

1-[bis(4-chlorophenyI)methyl]-3-[{methylsulfonyl)(2-methoxycarbonylthien-^^^^ 

1.[bis(4-chlorophenyI)methyl]-3-hydroxy-3-[(methylsulfonyl)(2-m6tho 
ne-(RS), 

1-[bis(4-chlorophenyl)methyl]-3-[(2-/sobutylaminocarbonylthl6n-5-yl)(m 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methoxycarbonylphenyl)(me^ methyl-(RS)]azetidin-3-ol. 

1-[bis(4-chloroph6nyl)m6thyl]-3-[(m6thylsultonyl)(pyhdin*4-yi)m6thyl-(RS)]az6^^ 

1-[bis(4-chloroph6nyl)methyl]-34{methylsulfonyl)(pyridin-3-yl)methyl-(RS)]aze 

3-({1-[bis-(4<:hlorophenyl)m6thyl]az6tidin-3-ylidene}HTiethanesulfonyl-m 
benzamide, 

3-({1-[bis-(4-chloroph6nyl)m6thyl]az6tidin-3-ylidene}-methanesulfonyl-me^^^^ 
benzamide, 

3-({1-[bis-(4-chloroph6ny!)methyl]azetidin-3-ylidene}-metlianesu!fony^ 

zamide, 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-melhyl)N-(2-^ 
ethyl)behzamide, 

3-({1-[bis-(4-chloroph6nyl)methyt]az6tidln-3-ylld6ne}-m6thanesulfonyI-m6thyl)N-pip 

3-({1-[bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}-metlianesutfonyl-methyl)N-^ 

3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-metlianesulfonyl-me^^^^ 
zamide, 

3-({1-[bis-(4-ciilorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl)N-(2-dimet^ 
benzamide, 

N'-methyl-hydrazide de I'aclde 3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene)-methanesulf onyl-m6%^ 
benzoTque, 

3-({1-[bis-(4K:h!oroph§nyl)methyl]az6tidin-3-ylidfene}-methanesulfonyl-m6thyl)N 
zamide. 
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3-({1-[bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}-methanesulfonyl-m 
thyl)benzamide, 

3-({1-[bis-(4-chlorophenyl)methyl]a2etldin-3-ylidene}Hinethanesulfonyl-m6thyl^^ 
mide, 

3-({1-[bis-(4K;hlorophenyl)methyl]a2etidin-3-ylid6ne}HTi6thanesulfonyl-me% 
de, 

3-({1-[bis-(4Kjhlorophenyl)methyl]az6tidin-3-ylidfene}-methanesulfonyl-m6thyl)N-cy^ 
mide, 

3-({1-[bis-(4-chloroph6nyl)methyl]a26tldin-3-ylidfenG}-m6thanesulfonyl-m6thyl)N-(2-m 

3-({1-[bis-(4-chloroph6nyl)methyl]az6tidin-3-ylidene}-m6thanesuIfony!-methyl)N-(2-ph6 
de. 

3-({1-[bis-(4-chlorophenyl)methyl]az6tidin-3-ylid6ne}-methanesulfonyl-methyI)N-(tet^^ 
thyl)benzamjde, 

3-({1<bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}-methanesulfonyl-m§t^^^ 
mide, 

3- ({1-[bis-(4K;hlorophenyl)methyl]a2etldin-3-yIidene}-methanesu!fonyl-metliyI)N-(2-el^ 

ester methylique de I'aclde 4-{[3-({1 -[bis-(4-chlorophenyl)m6thyl]azetldin-3-ylidene]-methanesulfonyI-methyl) 
benzoylamino]m6thyl}-cyclohexanecarboxylique, 

2-amino-H4-[3-({1-|bis-(4-chlorophenyl)metliy!]a2etidin-3-y|jdene}-methanesulfonyl-me^^ 
zin-1-yl}-6thanone, 

ester tert-butylrque de I'acide (2-{4-[3-({1-[bis-(4-chlorophenyl)methyi]a2etidln-3-ylidene}-methanesulfonyi- 
methyl)ph6nyl]pip§razin-1-yl}-2-oxo-ethyl)carbamlque, 

1- {4H3-({1-[b}S-(4-chloroph6nyl)m6tliyl]az6tidln-3-ylid6r)e}-m6thanesultonylm6thyi)ph 

2- methylamino-ethanone, 

ester tert-butylique de I'acide (2-{4>[3-({1-[bls-(4-chlorophenyl)methyl]az6tidln-3-ylid6ne}-methanesulfonyl- 
methyI)phenyl]piperazin-1-yl}-2-oxo-ethyl)N-methylcarbamique, 

N-methylamide de I'acide 4-[3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl) 
phenyl]plpdrazine-1 -carbothioic, 

N-methylamide de I'acide 4-[3-({1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulf onyl-methyl) 
phenyl]pip§razine-1 -carboxylique, 

ester de methyl de Pacide 4-[3-{{1-[bis-(4-chlorophenyl)methyl]az6tidin-3-ylldene}-methanesulfonyl-m§thyl) 
phenyl]pip6razine-1 -carboxylique, 

1-[3-({1 -[bis-(4-chioroph6nyl)methyl]az6tidin-3-ylldfene}-m§thanesulfonyl-m6thyl)ph6nyl]-4-isobutyl-pipe 
ne, 

1-[3-({1-[bis-(4<;hloroph6nyl)methyl]az6tidln-3-yliderie}-m6thanesulfonyl-m6thyl)ph 

4- ac6tyl 1-[3-({1-[bis-(4-chloroph6nyl)m6thyl]azetidln-3-ylldene}-methanesulfonylmethyl)ph6nyl]plp6ra^ 

1- {443-({1-[bis-(4-chlorophenyl)rhethyl]azetidin-3-ylidene}-m6thanesulfori'ylm6thy^ 

2- dim6thylamlno-§thanone, 
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1 -[3-({1 -[bis-(4H3hloropheny!)methyl]azetidin-3-ylidene)-m^ 

ester tert-butylique de raclde 4-[3-({1-[bis-(4-chloroph6nyl)m§thyl]az6tidin-3-ylidfene}-m6thanesutfonyl-m^ 
thyI)ph6nyl]pip6razine-1-carboxylique; 

1-[bis(4-m6thoxycarbonylph6nyl)m6thyl]-3-[{3,5-difluoroph6nyl)(m6thylsulfonyl)m6m^ 

3- acetoxy-1-[bis(4-methoxycarbonylphenyl)methy!]-3-[(3,5-difluorophenyI) (methylsulfonyl)m§thyl-(RS)]a26- 
tidine, 

(RS)-4-[4"((4-chloroph6nyl){3-[(3,5-difluoroph6nyl)m6thanesulfonyl-m6thylene] azetidin-l -yl}-m6thyl)benzyl] 
morpholine, 

4- (4-{3-[(1-benzhydryl-azetldin-3-ylidene)methanesulfonyl-met^^^^ 
4-(4-{3.[(1-ben2hydryI-a26tidin-3-ylldene)m6thanesulfonyl-methyl]phenoxy}-p 
N-{1-[bis(4-ch!orophenyl)methy!]a2etidin-3-ylHhien-2-yl-sulfonamlde, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-methoxyphenylsulfonamide, 
N-[4-(N41-[bls(4-chloiX)phenyl)m6thyl]azetidin*3-yl}sulfamoyl)phenyU^ 
N^1-[bis(4•K;hlo^ophenyl)methyllazetidin-3-yl}-4-methylphenylsulfonamide. 
N^1-[bis(4-chlorophenyl)m6thyl]azetidin-3-yl}-3,4-dimethoxyph6n 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl)-3-fluoropheny!sulfonamide, 
N41-[bis(4-chloroph6nyl)methyl]az6tidin-3-yl}-3,4-dichlorophenylsulfonamid^ 
N^1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-3<jyanophenylsulfonamide,^ 
N-{1 -[bis(4-chlorophenyl)m§thyl]azetidin-3-yI)-2,5-dlmethoxyphenyte 
N41-[bis(4-chlorophenyl)m§thyllazetidin-3-yl}-3<rifl^ 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-napht-2-yl-sulfonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}naphM-yl-su!fonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl]}-3,4-difluorophenylsulf^ 

N-{1 -[bls{4-chlorophenyl)m6thyl]azetldin-3-yl}-1 -methyl- 1 -H-imidazol-4-y!-su If onamlde, 

N-[4-(N-{1-[bls{4-chloroph6nyl)m6thyl]az6tldin-3-yl}sulfamoyI)-2-chloroph6nyl]ac6t 

N-{1-[bls(4-chlorophenyl)m6thyl]azetidln-3-yl}pyrld-3-yl-sulfonamide, 

N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl)-4-fluorophenylsulfonamide, 

N-{1-[bis(4-chlorophenyl)methyllazetidin-3-yl}quinol-B-ylsulfonamide, 

N-{1-[bis{4-chlorophenyl)m6thy!]az§tidin-3-yl}ph6nylsulfonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidln-3-yl}-(ph6nylmethyl)su^^^ 

N-{1-[bis(4-chlorophenyl)m§thyllazetjdln-3-yl}-3,5-dlfluorophenylsulf6namide^ 
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N-{1-[bis(4-chlorophenyl)melhyl]a2etldin-3-yl}pyrid-2-ylsulfonamide, 

N41-[bis(4-chloroph§nyl)m6thyl]a26tldln-3-ylH3-fluoro-5-pyrrolidl^ 

N41-[bis(4-chloroph6nyl)m§thyl]az6tidin-3-yl)-N-methyl--4-fluoroph6ny 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methyl-qulnol-8-ylsulfona^^ 

N-{1-[bis(4-chlorophenyI)methyl]azetldin-3-yl}-N-methyl-phenylsulfonamide 

N-{1-[bis(4-chloroph6nyl)m6thyllaz6tidin-3-ylhN-m§thyl(ph§nylm6thyl)sulfonam 

N^1-[bls(4-chloroph6nyl)m6thyl]a2etldln-3-yl}-3-sulfam6y!ph6nylsulfon 

2-benz§nesulfonyl-N-{1-[bis-(4K:hloropheny!)-methyl]-a2etidin-3-yl}-acete 

N^1-[bis-(4-chloroph6nyl)H7i§thyl]-az6tldin-3-yI)-2-(toluene-4-suffonyl)-ac6tam^ 

(3-chloro-4-m6thylsuffonyl-thlophfene-2-cartoxy)-{1-[bis-(4-ch!oroph6nyl)-m6thyl]^^ 

N41-[bis-(4-chloroph6nyl)-methyl]-a26tldln-3-yl}-3-(2-phenyl-ethylenesulfonyl)-propion 

N-{14bis-(4-chlorophenyl)H7iethyl]-azetldin-3-yl}-4-methylsulfonyl-benzamide, 

N-{1-[bis-(4-chlorophenyl)HTiethyl]-a2etidin-3-yl]-4-methanesulfonyl-benzarnide, 

(5-m6thylsulfonyl-thioph6ne-2-carboxy)-{1-[bis-(4-chloroph6nyl)-m6thyl]-az6tidin-3-yl]-am 

(5-methy!sulfony!-3-methyl-4-vinyl4hjophene-2H3arboxy)^1-[bis-(4-chlorophe 
de. 

(RS)-N-{1-[(4<:hloro-ph§nyI)-pyridin-3-yl-methyl]-azetidin-3-yl}-3,5-dlfluorobenzene 

(RS)-N^1-[(4-chloro-phenyl)-pyrimidin-5-yl-methyl]-azetidln-3-yl)-3,5-difluorobenzene^ 

N-{1-[bis-(4-chlorophenyl)methylJ-a2etidin-3-yl)-N-{6-chloropyrid-2-yl)-methylsulfonam 

N^1-[bis-(4-chlorophenyl)m6thyl]az§tldln-3-yl}-N-(6-ethylpyrid-2-yl)^^ 

N^1-[bls-(4-chlorophenyl)m6thyI]azGtldln-3-yl}-N-quinol-6-yI-methyl-s^ 

N-{1-[bis-(4-ch!orophenyl)methyl]azetidln-3-yl)-N-quinol-5-yI-methyl-sul^^ 

N-{14bts-(4-chlorophenyl)methyl]azetidln-3-yl}-N-isoquinol-5-yl-methylsul^^ 

N-{1-[bis-(4-chloroph6nyl)methyl]a2etldin'3-yl}-N-pyrid-3-yl-methyhsulfonanriide, 

N-{1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl)-N-(1 -oxyde-pyrid-3-yl)-methylsulfonamide, 

N-(1R,2S,4S)-bicyclo[2,2,1]hept-2-y(-N-{1-[bis-(4-chloroph6nyl)methyl] az6tldin-3-yl}-m6thylsulfonamide, 

N-(1R,2R,4S)-blcyc!o[2,2,1]hept-2-yl-N-{1-[bis-(4-chlorophenyl)methyt] azetidin-3-yl}-methylsulfonamlde, 

N'{1-[bls-(4-chloropheny!)m6thyl]azetidin-3-yl}-N-(3,5-difluorophenyl)-m6thyte 

N-{1-[bls-(4-chlorophenyl)methyl]a2etidin-3-yl}-N-(thiazol-2-yl)-methyl sulfonamide, 

N-{1-[bis-(4-chloroph§nyl)<n6thyl]-az§tidin-3-yI}-N-(3-m6thoxyphenyl)-methyl^ 
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N-{1-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yI}-N-(3-hydroxyph6nyl)-met^^ 
N-{1-[bis-(4-chlorophenyl)-m6thyl]-az6tidin-3-yl)-N-(3-hydroxym6thyl-ph§nyl)-^ 
5 N-{1-[bis-(4-chlorophenyl)-methyl]-a2etldin-3-yl}-N-(methylsulfonyl)-3-am d'ethyle, 

N-{1-[bis-(4-chlorophenyl)methyl]azetldin-3-yi}-N-(1-isobutyl-piperid-^ 
N-benzy!-N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}amine, 

10 

N^1-[bis(4-chloroph§nyl)m6thylla26tidin-3-yl}-N-(3,5-dltluorobenzyl)aminei 
N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-N-(3,5-difluoroben2yl)methylsu|fonam 
15 N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-N-(pyrid-3-yl-methyl)-me^^ 

N-{1-[bis-(4-fluoro-phenyl)-methyl]-azetidin-3-yl}-N-(3,5-difluorophenyl)-me^ 
(RS)-N^1-[(4-chloroph6nyl)-pylid-3-yl-m6thyl]-a26tidln'3-y!}-N-{3,5-difluoroph6nyl) 
(R)-N4i4(4-chlorophenyl)-pyrid-3-yl-methyl]-az6tidin-3-yl}-N-(3,5-difluorophenyO^ 
(S)-N-{1-[(4-chloroph6nyI)-pyrid-3-yl-m6thyi]-azetidin-3-yl}-N-(3,5-dmuorophenyO 
25 (RS)-N-{1-[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-(3,5-difluorophenyl)-m 
(R)-N-{1-[(4-chlorophenyl)-pyrid-4-yl-methyi]-azetldln-3-yl}-N-(3,5-dlfl^ 
(S)-N^1-[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-(3,5-difluorophenyl)-m 

30 

(RS)-N^1^(4-chloroph6nyl)-pyrimidin-5-yl-methyl]-a2etidin-3-yl}-N-(3,5-difluorop 
(R)-N-{1 -[(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetid}n-3-yl}-N-(3,5-dif luoropheny^ 
35 (S)-N-{1-[(4-chloroph6nyl)-pyrimidln-5-yi-m6thyl]-az6tidin-3-yl}-N-(3,5-dlfluoroph6nyl)-m 
N-{1-[bis-(4-chlorophenyl)methyl]a2etidin-3-yl}-N-{3,5-difluorophenyI)-ben 
ieurs isomeres optiques et leurs seis pharmaceutiquement acceptables. 

40 . 

4. Association selon la revendication 2 pour laquelle le compost de formula (I) est choisi parmi les composes 
suivants : 

1-[bis(4K;hlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)m6thyl-(RSM 

At 

3-ac6toxy-1-[bis-(4-chloroph6nyl)m6thyll-3^(3.5-dlfluoroph6nyl)(m6thylulfonyI)m6thyl)m6 sulfonylm6- 
thyl-{RS)]azetidine 

1-[bis(4-chlorophenyl)methyl]-3-[(3.5-difluorophenyl)(methylsulfcnyl)methylene] azetidine, 
leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

Association selon la revendication 1 dans laquelle I'antagoniste CB1 est le SR141716 ses hydrates et ses sels 
pharmaceutiquement acceptables ou le LY320135 et ses sels pharmaceutiquement acceptables. 

Composition pharmaceutique contenant un antagoniste CB1 et la sibutramine, son hydrate ou un de ses sels 
pharmaceutiquement acceptables a I'etat pur ou avec un ou plusieurs diluants et/ou adjuvants compatibles et 
pharmacologiquement acceptables et/ou eventuellement en association avec un autre produit pharmaceutique- 
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ment compatible et physiologiquement actif. 

Composition phaimaceutique selon la revendlcation 6 pour iaquelle rantagoniste CB 1 de fomnule I telle d6finie 
dans la revendlcation 2. 

Composition pharmaceutique selon la revendlcation 7 pour Iaquelle le compost de formule (I) est choisi pamii les 
composes suivants : 

1-ben2hydryl-3-[(methylsulfonyl)(phenyl)methylene]a2etidine, 

1-ben2hydryl-3-[(3-m6thylph6nyl)(m6thylsultonyl)m6thyl6ne]a26tidine, 

1-ben2hydryl-3-[(3-chloroph6nyl)(m6thylsulfonyl)m6thylfene]a2etldine, 

1-benzhydryl-3-[{3,5-dlchlorophenyl)(methylsulfonyl)methyl6ne]az6tldine, 

1-benzhydryl-3-[(2,5-dichlorophenyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydrylt3-[(2,3-clichloroph6nyl)(methylsulfonyl)m6thyl6ne]a26tldlne, 

1-ben2hydryl-3-[(3-fluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 -benzhydryi-3-[(3.5-difluorophenyl)(m6thylsulfonyl)m6thyl6ne]az6tldine, 

1-benzhydryl-3-[(3-bromoph6nyl)(m6thylsulfonyl)m6thylfene]az6tidine, 

1-benzhydryl-3-[(3-lodoph6nyl)(m6thylsulfonyl)m6thyl6ne]az6tldlne, 

1-benzhydryl-3-[(methylsulfonyl)(3-trifluoromethoxyphenyl)methylene]azetldine, 

1-benzhydryl-3-[(methylsulfonyl)(3-trlfluoromethylphenyi)methyl&ne]az§tidine, 

1-benzhydryI-3-{[3,5-bis(trifluorom6thyl)ph6nyl](methylsulfonyl)m6thylene}azetldine, 

1-benzhydryl-3-[{3,5-dibromoph6nyl)(m6thylsulfonyl)m§thylfene]a26tidihe, 

1-benzhydryl-3-[(3-m6thoxycarbonylphenyl)(methyIsulfonyl)m6thyl5nelaz6tidlne, 

1-benzhydryl-3-[(3-cyanophenyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-ca'rbamoylphenyl)(methylsulfonyl)methylene]azetidine, 

1-benzhydryl-3-[(m6thylsulfonyl)(napht-1-yl)(m6thylsulfonyl)m6thylene]az6tidine, 

1-[bls(4-chloroph§nyl)m6thyl]-3-[(3,5-difiuoroph6nyl)(methylsulfonyl)m6thylene] az^tidlne, 

1-[bis(4-methoxypheny()m§thyl]-3-[(3,5-dlfluorophenylKm6thylsulfonyI)m6thyl§ne]azetld 

1 -[bis(4-methylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsutfonyl)methylene] azetidlne, 

(RS)-3-[(3,5-difluoroph6nyl)(m6thylsulfonyl)methylfene]-1-[(4-m6thoxyph6nyl) (ph6nyl)m6thyl))az6tidine, 

(R)-3-[(3,5-difluoroph6nyl)(m6thylsulfony[)m§thylene]-1-[(4-m§thoxyph6nyl) (phenyl)m§thyl]azetidine, 

(S)-3-[(3,5-difluoroph6nyl)(methylsulfonyl)methyl6ne]-1-[(4-m6thoxyph§nyl) (phenyl)methyl]az6tldine, 

1-[bls(4-trifluoromethoxyph§nyl)m6thylJ-3-[(3,5-dlfluorophenyl)(m6thylsulfonyl) methylfenejazetidlne, 
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1-[bis(4-trifluorom6thylph6nyl)m6thyl]-3-[(3,5-difluorophenyl)(methylsulfo 

1-[bis(4-chloroph6nyl) m6thyl]3-{[3,5-bis(trifluoromethyl) phenyl]methylsulfonyl m6thylfene} a26tldlne, 

(RS)-1-[(4-chlorophenyl)(2,4-dichlorophenyl)methyl]-3-[(3,5-difluorophenyl)(meth 
dine, 

(R)-1-[(4-ch!orophenyl)(2,4-dichlorophenyl)methy!]-3-[(3,5-difluorophenyl)(methyl^ 
ne, 

(S)-1-[(4K;hloroph6nyl)(2,4-dichloroph6nyl)m§thyl]-3-[(3,5-difluoroph6nyl)(m6^ 
ne, 

(RS)-1-{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,5-difluoro^ 
ne]azetidine, 

(R)-1-{(4-chlorophenyl)[4-(hydroxymethyl)phenyllnn6thyl}-3-[(3,5-difluorophenyO^ 

azetldine, 

(S).i-{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3.5-difluoro 
az^tidine, 

(RS)-14(4-chloropheny!)[4Hpyrrolidylmethyl)phenyi]nn§thyl}-3-[(3,5-difluoro 
ne]azetidine, 

(R)-1-{(4-chloroph§nyI)[4-(pyrrolidylmethyl)ph6nyl]m6thyl}-3-[(3,5-dlf!uoroph§nyI)(meth^ 
az^tidine, 

(S)-1-{(4-chlorophenyl)[4-(pyrrolidylnriethyl)phenyl]nnethyl}-3-[(3,5-difluorophen 
az^tidine, 

1 -{(RS)-(4-chlorophenyl) [4-(3.3-dlmethyl-piperidin-1 -yl-methyl) phenyl]methyl}-3-[(3,5-difiuorophenyl)(me- 
thylsulfonyl)nnethylene]a2etidlne, 

1-{(R)-(4-chloroph6nyl)[4-(3,3-dirn6thyl-plp6ridin-1-yl-nri6thyl) ph6nyl]m6thyl}-3-[(3.5-difluoroph6ny!)(methyl- 
sulfonyl)m§thylene]azetldine, 

1 -{(S)-(4-chlorophenyi) [4-(3,3-dimethyl-piperldin-1 -yl-nnethyl) ph6nyl]m§thyl}-3-[(3,5-difluorophenyl)(methyl- 
sulfonyl)nn6thylene]az6tidine, , 

1-{(RS)-(4-chlorophenyl) [4-(thiomorptiolin-4-yl-methyl) phenyl]nnethyl}-3.[(3,5-difluorophenyl){methylsulfo- 
nyl)methy!ene]azetidlne, 

1-{{R)-(4-chlorophenyl)[4-(thiomoipholin-4-yl-methy!)pheny!]methyl)^ 
nriethylene]azetidine, 

1.{(S)-(4-chioropheny!)[4-(thiomoipholin-4-yl-nnethyl)phenyl]nriethyl}-3H^ 
methylene]a26tidine, 

1-{(RS)-(4^chlorophenyl)[4-(N-ethy!-N-cyclohexyl-aminom6thyl)pheny!]nnethyl}-^ 
thylsuifony!)nn6thylfene]azetidine, 

1-{(R)-{4-chlorophenyl)[4-(N-ethyl-N-cyclohexyl-amlnomethyl)ph6nyl]nri§th 
sulfonyl)nn6thyl6ne]az6tidlne, 

1-{{S)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexyl-aminonri6thyl)ph§nyllnnet^^^^^ 
sulfonyl)methylene]azetldine, 
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1-{{(RS)-(4-chlorophenyl){4-[(4-ethoxycailDonylpiperazinyl)methyl]phenyl}m 
(rn6thy!sulfonyl)m§thyl6ne]az§tidine, 

1-{(R)-(4-chlorophenyI){4-[{4-ethoxycartonylpipera2inyl)methyl]phenyl}met^ 
thylsulfonyl)mSthylene]azetidine, 

1-«(S)-(4<hIoroph6nyl){4-[{4-6thoxycarbonylpipera2inyl)m6thyl]ph6nyl)m§th 
thylsulfonyl)m6thyl6ne]a2etidine, 

1-{(RS)-(4-chlorophenyl)[4-{N-cyclopropyl-N-propyl-aminom6thyl)ph6nyl]methyl}-3 
thylsulfonyl)m6thylfene]az6tidine. 

1-{(R)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propyl-aminom§thyl)phenyl]methyQ-3-[(3,^ 
thylsulfonyl)m6thylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(N-cyclopropyl-N-propyl-aminomethyi)phenyl]methyl}-3-[(3,5-^^ 
thylsulfonyl)methylene]azetidine, 

.1-{(RS)-(4-chloroph6nyl)[4-(diisopropylaminom6thyl)ph6nyl]m6thyl}-3-[(3,5-di^^^ 
m6thyl^ne]az6tidine. 

1-{(R)-(4-chloroph6nyl)[4-(diisopropylaminomethyl)ph6nyOm6thyI}-3-M 
methyiene]azetldine, 

1-{(S)-(4-chlorophenyl)[4-(diisopropy!aminom6thyl)ph6nyl]m§thyl}-3^(3,5-difluoro 
methy)ene]azetidine, 

1-{{(RS)-(4-chlorophenyl){4-[bls-(2-methoxyethyl)aminomethyl]phenyl}met^^^ 
thylsulfonyl)methylene]azetidine, 

1-{{(R)-(4-chlorophenyl){4-[bis-(2-methoxyethyl)aminomethyl]phenyl}me^ 
thylsulfonyl)m6thylGne]az6tidlne, 

1-{{(S)-(4-chlorophenyl){4-[bis-(2-methoxyethyl)aminomethyl]phenyl)methyl^ 
suifonyl)m6thyl6ne]az6tidine, 

1"{(BS)-(4-ch!orophenyl)[4-(dl-n-propylaminomethyl)pheny!]methyl}-3-[(3,5-dlfluorop 
m§thyldne]azetldlne, 

1-{(R)-(4-chlorophenyl)[4-(di-n-propylaminomethyI)phenyl]methyl}-3-[(3,5<li^ 
methylenejazetidine, 

1-{(S)-(4-chlorophenyl)[4-(di-n-propylaminom6thyl)ph6nyl]m6thyl}-3-[(3,5-difluoro^ 

methylenejazetidine, 

l-{(RS)-(4-chloroph6nyl)[4-(piperidln-1-yl-m6thyl)ph6nyl]m6thyl}-3-[{3,5-d^ 
thylene]az6tidine, 

1-{(R)-(4-chlorophenyl)[4-(pipendin-1-yl-nriethyI)phenyl]nriethyl]-3-[(3,^ 
thylenejazetidine, 

1-{(S)-{4-chloropheny!)[4-(plp6ridin-1-yl-methyl)phenyl]methy!)-3-[(3,5-difl 
thylene]az6tidine, 

1-{(RS)-(4-chlorophenyl)[4-(4-methyl-pip6ra2in-1-yl-m6thyl)phenyl]m6thyl)'-3-[{3,^ 
sulfonyl)methylene]azetidine, 

1-{{R)-(4-chlorophenyl)[4-(4-methyl-piperazln-1-yl'methyl)phenylJmethyl} 
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fonyl)methylene]azeticline, 

1-{(S)-{4-chlorophenyl)[4-(4-m6thyl-piperazin-i-yl-methyl)ph§nyl]m6thy^ 
fonyl)methylene]azetidine, 

1-{{RS)-(4-chloroph§nyI)[4-(moipholin-4-yl-m6thyl)ph6nyl]m6thyI}-3"[(^ 
methylene]azetidine, 

14(R).(4-chlorophenyl)[4-(moipholin-4-yl-methyl)phenyi]meth^^^ 
thylene]azetidine, 

1-{(S)-(4-chlorophenyi)[4-(morpholin-4-yl-m6thyl)ph6nyl]methyO^^^ 
thylenelazetidine, 

1-{(RS)-(4-chlorophenyl)[4Hdiethylamlnom§thyl)phenyl]methyl}-3-[(3,5-di^ 
thyl&ne]az8tidine, 

1-{(R).(4-chlorophenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-dtf 
I§ne]az6tidine, 

1.{(S)-(4rchlorophenyl)[4-(diethylaminom6thyl)ph6nyl]m6thyl}-3-[(3,5-djfluorop 
Iene]a26tidlne, . 

1-{{RS)-(4-chlorophenyl)[4-(plp6ra2in-2-one-4-yl-methyl)phenyl]mGt^^^ 
nyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(plp6razin-2-one-4-yl-methyI)ph6nyl]m6thyl}-3-[(3,5-^^^^ 
nyl)methylene]azetidine, 

14(S)'(4-chloroph6nyi)[4-(pip6razin-2-one-4-yl-methyl)phenyl]methyl}-3'[(3,5-difluoroph 
nyl)m6thyl§ne]az6tjdlne, 

1-{(RS)-(4-chlorophenyl)[4-(imidazol-1-yl-m6thyl)phenyl]methyl}-3-[(3,5-dm 
thylenelazetidine, 

1 ■{(R)-(4-chloropheny!)[4-(imidazol-1 -yl-m^thyOphenyllmeth 
Iene]az6tidine, 

1-{(S)-(4-chlorophenyl)[4-(imidazol-1-yl-methyl)phenylJmethyl}-3-[(3,5-^ 
lene] azetidine, 

(RS)-1-{{4-chlorophenyl)[4-(N,NKiimethylcarbamoyl)phenyl]methyl)-34(3,5-di^ 
m6thyl6ne]az6tidlne, 

(R)-1-{(4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)phenyl]methyl}-3-[(3.5-dlfluor^^ 
m6thyl6ne]az6tidine, 

(S)-1-{(4-chlorophenyl)[4-(N,N-dlm6thyfcaitamoyI)phdnyllmethyl}-34(3,5-difluo 
methyl6ne]az6tldine, 

(RS)-1-{{4-chloroph6nyl)[4-(N-6thyicarbamoyl)ph6nyl]m6thyl)}-3-[(3.5-d^ 
tene]azetidine, 

(R)-1-{(4-ch!oroph§nyI)[4-(N-6thylcaitamoyOph6nyl]m6thyl}-3-[(3,5-difluoro^^ 

ne]azetidine, 

(S)-1-{(4-chlorophenyl)[4-{N-ethylcarbamoyl)phenyl]methyl}-3-[(3,5-diflu 
ne]az6tldine, 
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(RS)-1-[(4-caii3amoylphenyl)(4-chlorophenyl)m6thyl]-3-[(3,5-difluorophenyl) (methylsulfonyl)methyl§ne]a2e- 
tidine, 

(R)-1-[(4-cailDamoylph6nyl)(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(me^ 
dine, 

(S)-1-[(4-carbamoylph6nyl)(4-chloroph6nyl)m6thyl]-3-[{3,5-difluoroph6nyI) (m6thylsullonyl)m6thylfene]a26ti- 
dine, 

1-[bls(4-chl6rophenyl)methyl]-3-[(3,5-dichloroph6nyl)(m6thylsuifonyi)rri6thyldne] azitidine, 
1-benzhydry!-3-[(3-m6thylsulfanylph6nyl)(m6thylsulfonyl)m6thylfene]az6tidlne, 
1-benzhydryl-3-[(3-methylsulfanylm6thyl)phenyl)](methylsuIfonyl)methylen 
1-[bis(4-chlorophenyl)methyl]-3-[(3-cyanoph6nyl)(methylsulfonyl)m6thylene]a^^ 
1-[bis(4-chloroph§nyl)m6thyl]-3-[(3-carbamoyIph6nyl){m6thylsulfonyl)m§th 
1-[bis(4-chloroph6nyl)methyl]-3-[{3-m6thoxyph6nyl)(m6thylsultonyl)m6t^^ az^tldine, 
1-[bls(4<:hloroph§nyl)methyl]-3-[(3-hydroxyph6nyl)(m6thylsulfonyl)m6thyl6ne] azetidine, 
1-[bis(4K;hlorophenyl)methyl]-3<(methylsulfonyl)(3-pyrrolidinylphenyI)methylene] azetidine, 
1-[bls(4<hlorophenyl)methyl]-3-[(3-hydroxymethylphenyl)(methylsulfonyl)m 

1-p3is{4<:hloroph6nyl)methyl]3-{(methylsulfonyl)[3-(N-piperidylcartamoyO^ methylene}a2§tidine, 

' 1-[bis{4<hloroph6nyl)m6thyl]-3-[(m§thylsulfonyl)(3-trifluorom6thylsulfanylph^ 
azetidine, 

1-[bis(4-fluorophenyOnriethyl]-3-[(3,5-dlfluoroph§nyl)(methylsulfonyl)m6thylerie] azetidine, 
1-[bls(2-fluoroph6nyOnri6thyl]-3-[(3,5-dlfluoroph§nyl)(ni6thylsulfonyl)nri6thyl6n az6tidlne, 
1-[bls(3-fluorophenyl)nri§thyl)-3-[(3,5-difluor6ph6nyl){m6thylsulfonyI)nrieth^^ azetidine, 
(RS)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)methylene]aze^^ 
(R)-1-[(4-chlorophenyl)(thiazol-2-yl)nnethyl]-3-[(nriethylsulfonyl)(phenyl)metiiyle azetidine, 
(S)-1-t(4-chloroph6nyl)(thlazol-2-yl)ni6thyl]-3-[(m6thylsulfonyl)(ph6nyl)m§thy!6ne] az6tidlne, 
(RS)-1-[(4-chloroph6nyl)(thl6n-2-yl)ni6thyl]-3-[(3,5-dlfluoroph6nyl)(nn6thylsulfonyl)m 
(R)-1-[(4<hlorophenyl)(thien-2-yl)nriethyl]-3^(3,5-difluorophenyl)(nfi6thyte methylene]az6tidlne, 
(S)-1-[(4<hlorophenyl)(thlen-2-yl)methyl]-3-[{3,5-difluorophenyl)(methylsu^^^ methylenejazetidine, 
1-benzhydryl-3-[(6thylsulfonyl)(ph6nyl)m6thyl6ne]azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-{{3-[N-(4-methylpiperazinyl)cailDam (methylsulfonyl)methylene) 
azetidine, 

1-[bis(4-chlorophenyl)nriethyl]-3-{[3-(2,2<linriethylcarbohydra2ldo)phenyl](nrieth 
ne, 
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1-[bis(thien-2-yl)methyll-3-[(3,5-difluoroph6nyI)(m6thylsuIfonyl)m6thy 

1 -[bis(p-tolyl)m6thyl]-3-[(methylsulfonyl)(ph§nyl)m6thyl6ne]a26tidlne, 

1-[(4-ch!orophenyl)(4-hydroxymethylpheny!)methyll-3-[(3,5-difluorophenyl) (methylsu If onyl) methyl ene]azeti- 
dine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methylaminophenyl)(methylsulfonyl)me^^ 

(RS)-1-[(4-chlorophenyl)(thia2o!-2-yl)methyl]-3-[(3,5-difluorophe^^ 

(R)-1-[(4-chIorophenyl)(thiazol-2-yl)m6thyl]-3-[(3,5-dlfluoroph6nyl)(methylsulfon 

(S)-1-I(4-chlorophenyl)(thiazol-2-yl)m6thyl]-3-[(3.5-difluoroph§nyl)(m6th 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsutfonyl)(2-methoxycail3onylthi^ 

1-[bls(4-chlorophenyl)methyl]-3-hydroxy-3-[(methylsulfonyl)(2-methoxycarbonylth 
ne-(RS), 

1-[bis(4-chlorophenyl)m6thyl]-3-K2Wsobutylaminocarb9nylthien-5-yl)(m^^ 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methoxycarbonylph§nyl)(m6th^^^ methyl-(RS)]az6tidln-3-ol, 

1-[bis(4-chloropheny!)methyl]-3-[(methylsultonyl)(pyndin-4-yl)me^ 

1-[bis(4-chloroph§nyl)m6thyl]-3-[(methylsu!fonyl)(pyrldin-3-yl)m6thyl-(RS) 

3-({1-[bis-(4-chlorophenyl)m6thyl]azetidin-3-ylid§ne}H7iethanGsulfonyl-m§thyO 
benzamide, 

3-({1-[bis-(4-chlorophenyl)methy!]azetidin-3-ylidGne}-methanesu!fonyl-m 
benzamide, 

3-({1-[bis-(4-chloroph6nyl)m6thyl]a26tidjn-3-yltd6ne}-m6thanesulfonyl-m6thyl)N-( 
zamide, 

3-{{1-[bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}-methanesulfonyl-me^^^ 
ethyl)benzamide, 

3-({1-[bis-(4-chloroph6nyl)methyl]az6tldln-3-ylidfene)-m6thanesulfonyl-methyI)N-pi^ 

3-({1-[bis-(4-chlorophenyl)methyl]a26tldln-3-yliddne}-m6thanesulfonyl-m6th^^^ 

3-({1-[bis-(4<hlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyO 
zamide, 

3-({1<bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}HT!ethanesulfonyl-me^^^ 
benzamide, 

N'-m6thyl-hydrazlde de I'aclde 3-({1 .[bis-(4-chloroph§nyl)m6thyllaz6tidin-3-ylldfene}-m6thanesulfonyl-m6thyl) 
benzoTque, 

3-{{1-[bls-(4-chl6roph6nyl)m6thyl]az6tldin-3-ylidfene}-m6thanesulfonyl-m6thyl)N-(^ 

zamide, 

3-({1-[bis-{4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfonyl-methyl)N-(1-^ 
thyl)benzamide, 
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3-({1-[bis-(4<hlorophenyl)methyl]a2etidin-3-ylidene}-methanesultonyl-m 
mide, 

3-({1-[bis-(4<hlorophenyl)methyl)azetidin-3-ylidene}HTiethanesulfonyl-methyl) 
de. 

3-({1-[bis-(4K;hlorophenyl)methyl]azetidin-3-ylidene}H7iethanesutfonyl-m§thyl)N-^^ 
mide, 

3-({1-[bis-(4-chlorophenyl)m6thyl]a26tidln-3-ylidene}-m6thanesulfonyl-m 

3-({1-[bis-(4-chloroph6nyl)m6thyl]az6tldin-3-ylidfene}-m6thanesulfonyl-methyl)N-(2-p^ 
de, 

3-({1-[bis-(4-chlorophenyl)methyl]a2etidin-3-ylidene}-methanesulfonyl-m6thyl)N- 
thyl)benzamide, 

3-({14bis-(4K;hlorophenyl)m§thyl]a2etidin-3-ylldfene}-methanesulfonyl-m 

mide, 

3- ({1-[bis-(4-chlorophenyl)methyl]azetidln-3-ylidene}-methanesulfonyl-me^^ 

ester methylique de I'acide 4-{[3-({1 -(bis-(4-chlorophenyl)m§thyllaz6tidin-3-ylid§ne}-m6thanesulfonyl-m6thyl) 

ben2oylamino]methyl)-cyclohexanecarboxyllque, 

2-amino-1-{4-[3-({1-[bis-(4-ch!orophenyl)methyl]azetldin-3-ylidene}-met^ 
zln-1-yl}-6thanone, 

ester tert-butylique de I'acide (2-{4-[3-({1-[bis-(4<:hlorophenyl)rnethyl]azetidin-3-ylidene)-methanesulfonyl- 
m6thy!)ph6nyl]pip6razin-1-yl}-2-oxo-6thyI)carbamique, 

1- {4-[3-({1-[bis-(4-chlorophenyl)methyl]a2etldin-3-ylidenG}-m6thanesulfbnyl^ 

2- m6thylamino-6thanone, 

ester tert-butylique de I'acide (2-{4-[3-({14bis-(4Kihloroph6nyl)m6thyl]az6tidin-3-ylld6ne}-m6thanesulfonyl- 
methyl)phenyl]piperazin-1-yl}-2-oxo-ethyl)N-methylcarbamique, 

N-methylamide de I'acide 4-[3-({1-p3is-(4-chloroph6nyl)m§thyl]az6tldin-3-ylidene]-rn6thanesulfonyl-^^ 
phenyl]pipera2ine-1-carbothiolc, 

N-methylamide de I'acide 4-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene]-methanesulfonyl-methy^ 
phenyl]piperazlne-1 -carboxylique, 

ester de methyl de Tacide 4-[3-({1-[bis-(4-chlorophenyl)methyl]azelidin-3-ylidene}-methanesulfonyl-methyl) 
ph6nyl]pip§razlne-1 -carboxylique, 

1-[3-({1 -[bis-(4-chlorophenyl)methyl]az6tidin-3-ylidfene}-methanesu!fonyl-methyl)phenyl]-4-isobu 
ne, 

1-[3-({1 <bis-{4-chlorophenyl)methyl]azetidin-3-ylidfene}-methanesulfonyl-methyl)phenyl]-4-ithyl^ 

4- ac6tyl 1-[3-({1-[bls-{4-chloroph6nyI)methyl]a2etldiri-3-ylidene}-methanesultonylm6thyl)ph§nyq^ 

1- {4-[3-({1-[bts-(4-chlorophenyl)m6thyl]a2etidin-3-ylid6ne}-nh6thanesutfonylm6thyl)phen 

2- dimethylamino-ethanone, 

1-[3-({1-[bis-{4-chloroph6nyl)m§thyl]azetidlri-3-ylidene}-methanesulfonyl-methyl)pheny^ 
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ester tert-butylique de I'acide 4-[3-({1-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene)-methanesulfonyl-m^^ 
thyi)phenyl]piperazine-1-carboxylique, 

1-[bls{4-methoxycarbonylphenyl)memyl]-3-[(3,5-difluorophenyl)(m^^^ methylenejazetidine, 

3- ac6toxy-1-[bis(4-m6thoxycarbonylph6nyl)methyl]-3-[(3,5-difluoropheny!) (m6thylsultonyl)nn6thyl-(RS)]aze- 
tidine, 

(RS)-4-[4-((4-chIorophenyl){3-[(3,5-difluoroph6nyl)m6thanesulfonyl-methylene] azetidin-1-yl}-methyl)benzyl] 
morpholine, 

4- (4-{3-[(1-benzhydi7!-az§tidin-3-ylidene)methanesulfonyl-m6thyl]phenoxy}butyl)m 
4-(4-{3-[(1-benzhydiyl-azetidin-3-ylidene)methanesulfonyl-m6thyl]phenox 
N-{1-[bis(4-chloroph6nyl)m6thyllazetidin-3-ylHhi6n-2-yl-sulfonamide, 
N-{1-[bis(4-chloropheny!)methyl]azetidin-3-yl}-4-rnethoxyphenylsulfonamide, 
N-[4-(N-{1 -[bis(4-chlorophenyl)methyl]a2etidln-3-yl}sulfamoyl)phenyl]acetamide 
N-{1-[bls(4-chloroph6nyl)m6thyl]az6tidln-3-yl)-4-m6thylphenylsulfonami 
N-{1-[bis(4-chloroph6nyl)methyl]azetidin-3-yl}-3,4-dimethoxyphenyisulfonam 
N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-3-fluo 
N41-[bis(4-chlorophenyl)methy!]azetidin-3-yl}-3,4-dichlorophenylsulfona^ 

N-{1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-cyanoph§nylsulfonarnide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-2,5-dimethoxy 

N-{1-[bls(4-chloropheny!)m§thyl]azetidin-3-yl}-34rlfluorom6thylphe^^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-napht-2-yl-sulfonamide, 

N-{1 -[bis(4'Chlorophenyl)methyl]azetldin-3-yl}naphM -yl-sulfonamide, 

N-{1-[bls(4-chlorophenyl)methyl]azetldin-3-yl]}-3,4-difluorophenylsulfonamide. 

N-{1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}-1 -methyl-1 -H-imidazol-4-yl-sulfonamide, 

N-[4-(N-{1-[bjs(4-chloroph6nyl)m§thyl]azetidin-3-yl}sulfamoyI)-2-ch!orophenyl]ac^^ 

N-{1-[bis(4-chIoroph§nyl)m6thyl]az6tidin-3-y!}pyrld-3-yl-sultonamide, 

N-{1-[bis(4-ch!orophenyl)m§thyl]azetidln-3-yl}-4-fluoroph§nylsulfonamW^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}quinol-8-ylsulfonamlde, 

N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}phenylsulfonamide, 

N-{1-[bls(4-chloroph6nyl)m6thyllaz6tidin-3-yl}-{ph§nylm§thyl)s^ 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,5-dlfluoroph6nylsulfonami 

N-{1-[bis(4-chloix)ph6nyI)m6thyllazetidin-3-yl}pyrid-2-ylsulfonamide, 
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N-{1-[bis(4-chloraphenyl)methylla2etidin-3-yl}-(3-fluoro-5-pyrrolidln-1-y^^ 
N-{1-[bls(4-chloroph6nyl)m6thyl]az6tidln-3-yl}-N-m6thyl"4-^^ 
5 N41-[bls(4-chloroph6nyl)m6thyl]az6tidin-3-yl}-N-m6thyl-quinol-8-yte^ 

N-{1-[bis(4-chloiT)ph6nyl)m§thyl]a26tidin-3-yl}-N-m6thyl-ph6nylsulfonamide, 

N-{1-[bis(4-chlorophenyl)m6thyl)azetidin-3-yI}-N-methyl-(phenylmethyl)sutfonami^^ 

w 

N^1-[bls(4-chloroph6nyl)m6thyl]az6tldin-3-yl}-3-sulfamoylph6nylsu!fonamlde, 

2-ben26nesulfonyl-N-{1-[bls-(4-chlorophenyl)-m6thyl]-a2etidln-3-yl}-ac6tamlde, 

N-{1-(bis-(4-chloroph6nyl)HTi§thyl]-a26ttdin-3-yl}-2-(tolu6ne-4-sulfonyl)-ac6tamid 

(3<:hloro-4-methylsulfonyl-thiophene-2-carboxy)-{1-[bis-(4-chloroph6nyl)-methyl]-az6^^ 

N41:[bjs-(4-chloroph§nyl)HTi6thyl]-az6tldln-3-yl}-3-{2-ph6nyl-6thyl5nesulfonyI)-propjonam 

20 

N41-[bis-(4-chlorophenyl)-methyi]-azetidin-3-yl}-4-methylsulfonyl-^Denzam 

N-{1 -[bis-(4-chlorophenyl)HTi§thyl]'^zetidin-3-yl}-4-methanesulfony!-benzamide, 

25 (5-methylsulfonyl-thioph6ne-2-carboxy)^1-[bis-(4-chloroph§nyl)-m6thyQ-a26tldin-3-yl}-am • 

(5-m§thylsulfonyl-3H7i6thyl-4-wnyl-thiophfene-2-carboxy)^1-[bls-(4-chloroph6nyl)H^ 
de, . ' ' 

30 (RS)-N^1^(4^:hloro-ph6nyl)-pyrldin-3-yl-m6thyl]-az6tidln-3-yl}-3,5-djfluorobenz 

(RS)-N-{1-[(4K;hIoro-phenyl)-pyrimidin-5-yl-m6thyl]-az6lidin-3-yI}-3,5-difluorobenzenesu!fonamide, 

N-{1-[bis-(4-chlorophenyl)methyl]-a2etldin-3-yl)-N-(6K:hloropyrid-2-yl)-methylsulf 

35 

N-{1-[bls-(4-chlorophenyl)methyl]azetidin-37l}-N-(6-ethylpyrid-2-yl)-methy 
N-{1-[bis-(4-chloroph6nyl)methyl]az6tldln-3-yl}-N-qulnol-6-yl-m§thyl-sulfonamide, 
^0 [M-{1 -[bis-(4-chloroph§nyl)m6thyl]az6tidln-3-yl}-N-quinol-5-yl-methyl-sulfonamlde, 

N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-lsoquinol-5-yl-methylsulf^ 
N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-pyrid-3-yl-methyl -sulfonamide, 

45 

N41-[bls-(4-chlorophenyl)m§thyl]az6tldin-3-yl}-N-(1-oxyde-pyrid-3-yl)-m6thyIsulf 
N-(1R,2S,4S)-bicyclo[2,2,1]hept-2-yl-N-{1-tbis-(4-chloroph6nyl)methyl] az6tidln-3-yl}-m§thylsutfonamide, 
50 N-(1R,2'R,4S)-bicyclo[2,2,1]hept-2-yl-N-{1-[bis-(4-chloroph6nyl)m6thylJ a2§tidin-3-yl}-m§thylsulfonamlde, 

N-{1-[bis-(4-chloroph§nyl)methyl]az6tidin-3-yl}-N-(3,5-dltluoroph6nyl)-methy^ 

N-{1-(bis-(4-chlorophenyI)m6thyl]az6tidin-3-yl}-N-(thia2o(-2-yl)>m6thyl sulfonamide, 

55 

N-{1-[bis-(4-chloroph6nyI)-methyl]-azetidin-3-ylJ-N-(3-methoxyphenyl)-m6thylsulfonamrde, 
N-{1-[bis-(4-chloroph§nyl)-m6thyl]-azetidin-3-yl}-N-(3-hydroxyph§nyl)-m6thylsul^^ 
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N^1-[bis-(4-chloroph§nyl)-m§thyl]-az6tidin-3-yl]-N-(3-hydroxym6thyl-ph6nyl)-me^^ 
N-{1-[bis-(4-chloroph6nyl)-methyl]-az6tidin-3-yl}-N-(m6thylsulfonyl)-3-amm d'ethyle, 
N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(1-isobutyl-piperid-4-yl)-m 
N-benzyI-N^1-[bis(4K:hlorophenyl)rnethyl]azetidin-3-yl}amine, 
N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yI}-N-(3,5-difluoroben2yl)amine; 
N^1-[bls(4-chloroph6nyl)m§thyl]az6tidin-3-yl}-N-(3,5-dlfluorobenzyl)m§thylsulfonamid 
N-{1-[bis(4-chlorophenyi)methyl]azetidin-3-yl}-N-(pyrid-3-yl-methyl)-methylsulf^ 
N-{1-[bis-(4-fluoro-phenyl)-methyl]-azetidin-3-yl}-N-(3,5-difluorophenyl)-met^^^ 
(RS)-N-{1-[(4<;hlorophenyl)-pyrid-3-yl-methyl]-az6tidin-3-yl}-N-(3,5-dif^ 
(R)-N41-[(4-chloroph6nyO-pyrid-3-yl-m6thyl]-az6tidin-3-yl}-N-(3,5-dlfluoroph 
(S)-N-{1-[(4-chloroph6nyl)-pyrid-3-yl-m6thyO-a2etidln-3-yl}-N-(3,5-difluoroph6n^ 
(RS)-N-{1 -[(4-chlorophenyl)-pyrjd-4-yl-methyI]-azetidin-3-yl}-N-(3,5-difluorophenyl)^ 
(R)-N-{1-[(4-chloropheny!)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-(3,5-difluorophenyl)^ 
{S)-N-{1-[(4-chloroph6nyl)-pyrid-4-yl-methyO-az6tidin-3-yl}-N-(3,5-difluoroph6nyl)-m 
(RS)-N^1^(4•chloroph6nyl)-pyrimidin-5-yl-m6thyl]-a2etldin-3-y^-N-(3,5-difluoro^ 
(R)-N-{1-[(4-chlorophenyl)-pyrlmidln-5-yl-methyl]-azetidin-3-yl}-N-(3,5 
(S)-N^1-[(4-chloroph6nyl)-pyrimidin-5-yl-m6thyl]-az6tldin-3-yl}-N-(3,5-difl 
N-{1-[bls-(4-chloroph6nyl)m6thyl]az6tidin-3-yl)-N-(3,5-difluoroph6ny()-ben2ylsulfonam 
. leurs isomeres optiques et leurs sets pharmaceutiquement acceptables. 

9. Composition phamnaceutique seion la revendication 7 pour laquelle le compose de formuie (I) est choisi parmi ies 

composes suivants : 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulfonyl)meth^ 

3-ac6toxy-1-[bls-{4-chloroph6nyl)m6thyl]-3^(3;5-difluoroph6nyl)(m6thylulfonyl)m6^^ sulfonytm6- 

thyl-(RS)]azetidine 

1-[bjs(4-chlorophenyl)methyl]-3-[(3,5-difiuorophenyl)(methylsulfonyl)methylen azetidine, 
ieurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

10. Composition pharmaceutique selon la revendication 6 dans laquelle I'antagoniste CB1 est le SR141716 ses hy- 
drates etses sels pharmaceutiquement acceptables ou le LY3201 35 etses sels pharmaceutiquement acceptables. 

1 1 . Composition pharmaceutique selon Tune des revendication 6 a 1 0 pour un usage simultane, separe ou etale dans 
le temps. 

12. Composition phannaceuttque selon Tune des revendication 6 a 1 1 contenant 0,5 a 1 0 mg de sibutramine et 0,1 a 
200 mg de I'antagoniste CB1 . 
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PatentansprUche 

1 . Kombinatlon von einem CB1 -Antagonlsten und von SIbutramIn, selnem Hydrat oder einem seiner pharmazeutlsch 
annehmbaren Salze. 

2. Kombination gemSB Anspruch 1 , fur die der CB1 -Antagonist eine Verbindung der Formel: 



R3 




darstellt und einen Methyl- oder Ethylrest darsteitt, 

R2 darstellt entw/eder einen aromatischen Rest, der unter Phenyl, Naphthyl oder Indenyl ausgewahit ist, wobei 
diese aromatischen Reste nicht substituiert oder substituiert sind mit einem oder mehreren Halogen, AlkyI, Alkoxy, 
-CO-alk, Hydroxy, -COOR5, Fomnyl, Trifluonnethyl, Trifluormethylsulfanyl, Trifluormethoxy, Nitro, -NR6R7, 
-CO-NH-NReBy. -N(alk)COORQ. Cyano, -CONHR9, -CO-NRigR^y, Alkylsulfanyl, HydroxyalkyI, -O-alk-NR^gRia 
Oder Aikylthioalkyt, oder einen heteroaromatischen Rest, der ausgewahit ist unter den Ringen Benzofuryl, Benzo- 
thlazolyi. Benzothienyl, Benzoxazolyl, Chromanyl, 2,3-Dihydroben2oturyl, 2,3-Dihydrobenzothienyl, Indolinyl, In- 
dolyl, Isochromanyl, Isochinolyl. Pyridyl, Chinolyl, 1,2,3,4-Tetrahydroisochinoiyl, 1 ,2,3,4-Tetrahydrochinolyl, Thia- 
zolyl, Thienyl, wobei diese heteroaromatischen Reste nicht substituiert oder substituiert sein konnen mit einem 
Halogen, AlkyI, Alkoxy, -COOR5, Trifluomnethyl, Trifluormethylsulfanyl, Trifluormethoxy, Nitro, -NRgRy, 
-CO-NH-NRgRy, Cyano, -CONHR9, Alkylsulfanyl HydroxyalkyI oder AlkylthioalkyL 

Rg.und R4, die gleich oder verschieden sInd, darstelien entweder einen aromatischen Rest, der^unter Phenyl, 
Naphthyl oder Indenyl ausgewahit ist, wobei diese aromatischen Reste nicht substituiert oder substituiert sind mit 
einem oder mehreren Halogen, Alkyl. Alkoxy, Formyl, Hydroxy, Trifluomiethyl, Trifluormethoxy, -CO-alk, Cyano, 
-COOR5, -CO-NRiqRii, -CG-NH-NRgRy, Alkylsulfanyl, HydroxyalkyI, -alk-NRgRy oder Alkylthioalkyl, oder einen 
heteroaromatischen Rest, der ausgewahit ist unter den Ringen Benzoturyl, Benzothlazolyl, Benzothienyl, Ben- 
zoxazolyl, Chromanyl, 2,3-Dihydrobenzofuryl, 2,3-Dihydrobenzothienyl, Furyl, Isochromanyl, Isochinolyl, Pyrrolyl, 
Chinotyl, 1,2,3,4-Tetrahydroisochinolyl, Thiazolyl, Thienyl, wobei diese heteroaromatischen Reste nicht substitu- 
iert oder substituiert sein konnen mit einem Halogen, Alkyl, Alkoxy, Hydroxy, Trifluormethyl, Trifluormethoxy, Cyano, 
-COOR5, -CO-NH-NRgRy, -CONR10R11. -alk-NRgRy, Alkylsulfanyl, HydroxyalkyI oder Alkylthioalkyl, 
R5 ein AlkyI- oder Phenylrest ist, der gegebenenfalls mit einem oder mehreren Halogenatomen substituiert ist, 
Rg und R7, die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest AlkyI, -COOalk, CycloalkyI, 
AlkylcycloalkyI, -alk-O-alk, HydroxyalkyI darstelien oder aber Rg und R7 zusammen mit dem Stickstoffatom, an 
das sie gebunden sind, einen gesattigten oder ungesattigten. mono- oder bicyclischen Heterocyclus mit 3 bis 10 
Rtnggliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter Sauerstoff, Schwefel und Stick- 
stoff ausgewahit ist, und der gegebenenfalls substituiert ist mrt einem oder mehreren Resten Alkyl, -COalk, -COO- 
alk, -CO-NHalk, -CS-NHalk. -CO-alk-NRi4Ri5, Oxo. HydroxyalkyI. -alk-O-alk, -CO-NHg; 
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Rg einen Alkylrest darstellt, 

R9 darstellt ein Wasserstoff atom oder einen Rest AlkyI oder mit Dialkylamino substitulertes AlkyI, Phenyl, Cycloalkyl 
(gegebenenfalls substitulert mit -COOalk) oder einen gesattigten oder ungesattigten, mono- Oder bicycilschen 
Heterocyclus mit 3 bis 1 0 Ringgliedern, der gegebenenfalls ein oder mehrere Heteroatome enthalt, die unter Sau- 
5 erstoff, Schwefel und Stickstoff ausgewahit sind, und der gegebenenfalls mit einem oder mehreren Alkylresten 

substituiert ist, 

R^o und R11 , die gleich oder verschieden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R-,0 
und zusammen mit dem Stickstoffatom, an das sie gebunden sind, einen gesattigten mono- oder bicyclischen 
Heterocyclus mit 3 bis 10 Ringgliedern bilden, der gegebenenfalls ejn weiteres Heteroatom enthalt, das unter 

10 Sauerstoff, Schwefel und Stickstoff ausgewahit ist, und der gegebenenfalls mit einem Alkylrest substituiert ist, 

R12 und R13, die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest AlkyI, CyclolalkyI darstellen 
Oder aber R^2 R^ 3 zusammen mit dem Stickstoffatom, an das sie gebunden sind, einen gesattigten mono- 
Oder bicyclischen Heterocyclus mit 3 bis 10 Ringgliedern, der gegebenenfalls ein weiteres Heteroatom enthalt, 
das unter Sauerstoff , Schwefel und Stickstoff ausgewahit ist, und der gegebenenfalls mit einem Rest AlkyI, -COalk, 

15 -COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NRi4Ri5 substituiert ist, oder einen gesattigten mono- oder bicycli- 

schen Heterocyclus mit 3 bis 1 0 Ringgliedern bilden, der ein unter Sauerstoff, Schwefel und Stickstoff ausgewahl- 
tes Heteroatom enthalt, 

Ri4 und R15, die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest AlkyI oder -COOalk darstellen, 
R16 und Ri7 zusammen mit dem Stickstoffatom, an das sie gebunden sind, einen gesattigten mono- oder bicycli- 

20 schen Heterocyclus mit 3 bis 10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das 

unter Sauerstbff, Schwefel und Stickstoff ausgewahit ist, 
R' ein Wasserstoffatom oder einen Rest -CO-alk darstellt, 
Oder R einen Rest CHR^g darstellt und 
R18 einen Rest -NHCOR-,9 oder -N(R2o)-Y-R2i darstellt, 

25 Y CO Oder SO2 ist, 

R4 und R3, die gleich oder verschieden sind, darstellen entweder einen aromatischen Rest, der unter Phenyl, 
Naphthyl und Indenyl ausgewShlt ist, wobei diese aromatischen Reste nicht substituiert oder substituiert sind mit 
einem oder mehreren Halogen, AlkyI, Alkoxy,' Formyl, Hydroxy, Trifluormethyl, Trifluomnethoxy, -CO-alk, Cyano, 
-COOH, -COOalk, -CONR22R23. -CO-NH-NR24R25, Alkylsulfanyl, Alkylsulfinyl, Alkylsulfonyi, Alkylsulfanylalkyl. Al- 

so kylsulfinylalkyl, AlkylsulfonylalkyI, HydroxyalkyI oder-alk-NR22R23. oder einen heteroaromatlschen Rest, der aus- 

gewahit ist unter den Ringen Benzofuryl, Benzothiazolyl. Benzothienyl, Benzoxazolyl. Chromanyl, 2,3-Dihydro- 
benzofuryl. 2,3-Dihydrobenzothienyl, Pyrimidinyl, Furyl, Imidazolyl, Isochromanyl, isochinolyl, Pyrrolyl, Pyrldyl, 
Chinolyl, 1 ,2,3,4-Tetrahydroisochjnolyl, Thiazolyl und Thienyl, wobei diese heteroarohiatischen Reste nicht sub- 
stituiert Oder substituiert sein konnen mit einem Halogen, AlkyI, Alkoxy, Hydroxy, Trifluomn ethyl. Trifluonnethoxy, 

35 Cyano, -COOH, -COOalk. -CO-NH-NR24R25. -CONR22R23. -alk-NR24R25, Alkylsulfanyl. Alkylsulfinyl. Alkylsulfonyi, 

Alkylsulfanylalkyl, AlkylsulfinylalkyI, AlkylsulfonylalkyI oder HydroxyalkyI, 

Rig darstellt einen Rest -alk-S02-R26. -alk-S02-CH=CH-R26, Hel^, substituiert mit -SO2-R26. ocler Phenyl, substi- 
tuiert mit -SO2-R26 Oder -alk-S02-R26> 
R20 ein Wasserstoffatom oder einen Alkylrest darstellt, 

40 Rg^ einen Rest PhenylalkyI, Het^ oder Ar^ darstellt, 

R22 und R23, die gleich oder verschieden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R22 
und R23 zusammen mit dem Stickstoffatom, an das sie gebunden sind, einen gesattigten mono- oder bicyclischen 
Heterocyclus mit .3 bis 10 Ringgliedem bilden, der gegebenenfalls ein weiteres Hetei^atom enthalt, das unter 
Sauerstoff, Schwefel und Stickstoff ausgewahit ist, und der gegebenenfalls mit einem oder mehreren Alkylresten 

45 ' substituiert ist, 

R24 und R25, die gleich oder verschieden sind, ein Wasserstoffatom oder einen Rest AlkyI, -COOalk, CyclolalkyI, - 
AlkylcycloalkyI, -alk-O-alk oder HydroxyalkyI darstellen oder aber R24 und R25 zusammen mit dem Stickstoffatom, 
an das sie gebunden sind, eInen gesattigten oder ungesattigten, mono- oder bicyclischen Heterocyclus mit 3 bis 
10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter Sauerstoff, Schwefel und 
50 Stickstoff ausgewahit ist, und der gegebenenfalls mit einem oder mehreren AlkyI, -COalk, -COOalk, -CO-NHalk, 

-CS-NHalk, 0x0, HydroxyalkyI, -alk-O-alk oder -CO-NHg substituiert ist, 
R26 einen Rest AlkyI, Ar^ oder Het^ darstellt, 

Ar^ einen Phenyl-, Naphthyl- oder Indenylrest darstellt, wobei diese Reste gegebenenfalls substituiert sind mit 

einem oder mehreren Halogen, AlkyI, Alkoxy, Cyano, -CO-alk, -COOH, -COOalk. -CONR27R28. -CO-NH-NR29R30. 
55 Alkylsulfanyl. Alkylsulfinyl. Alkylsulfonyi, -alk-NR29R30' -NR29R30. AlkylthioalkyI, Formyl, Hydroxy, HydroxyalkyI, 

Het, -O-alk-NH-cycloalkyI, OCF3, CF3. -NH-CO-alk, -SO2NH2, -NH-COCH3, -NH-COOalk, Het oder aber an 2 
benachbarten Kohlenstoffatomen mit einem Dioxymethylen, 

Het^ einen ungesattigten oder gesattigten, mono- oder bicyclischen Heterocyclus mit 3 bis 10 Ringgliedem dar- 
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stent, der ein Oder mehrere Heteroatome enthalt, die unter Sauerstoff, Schwefel und Stickstoff ausgewahit sind, 
gegebenenfalls substituiert mit einem Oder mehreren AlkyI, Alkoxy. Vinyl, Halogen, Alkoxycarbonyl, 6xo, Hydroxy, 
OCF3 Oder CF3, wobei die Stickstoffheterocyclen gegebenenfalls In Ihrer N-oxidierten Form vorliegen, 
R27 und RgB, die gleich oder verschleden sInd, ein Wasserstoffatom Oder einen Alkylrest darstellen Oder aber R^? 
und zusammen mit dem Stickstoff atom, an das sie gebunden sind, einen gesattigten mono- oder bicycitscfien 
Heterocyclus mit 3 bis 10 Ringgliedem bilden, der gegebenenfalls ein welteres Heteroatom enthalt, das unter 
Sauerstoff, Schwefel und Stickstoff ausgewahit ist, und der gegebenenfalls mit einem oder mehreren Alkylresten 
substituiert ist, 

R29 und R30, die gleich oder verschleden sind, ein Wasserstoffatom oder einen Rest AlkyI, -COOalk, CycloalkyI, 
Alkylcycloalkyl, -alk-O-alk, HydroxyalkyI darstellen oder aber Rgg und R30 zusammen mit dem Stickstoffatom, an 
das sie gebunden sind, einen gesSttigten oder ungesdttigten, mono- oder bicyclischen Heterocyclus mit 3 bis 1 0 
RIngglledern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter Sauerstoff, Schwefel und Stick- 
stoff ausgewahit ist, und der gegebenenfalls mit einem oder mehreren Resten AlkyI, -COalk, -COOalk, -CO-NHalk, 
-CS-NHalk, 0x0, HydroxyalkyI, -alk-O-alk, -CO-NHg substituiert Ist, 
Oder R CHR3-, darstellt und 

R31 einen Rest -N(R32)R33, -N(R32)-CO-R33, -N{R32)-S02-R34 darstellt, 

R4 und R3, die gleich oder verschleden sind, darstellen entweder einen aromatischen Rest, der unter Phenyl, 

Naphthyl und Indenyl ausgewahit ist, wobei diese aromatischen Reste nicht substituiert odef substituiert sind mit 
einem oder mehreren Halogen, AlkyI, Alkoxy, Formyl, Hydroxy, Trifluomn ethyl, Trifluormethoxy, -CO-alk, Cyano, 
■-COOH, COOalk, -CONR22R23. -CO-NH-NR24R25, Alky Isulf any), Alkylsulfinyl, Alkylsutfonyl, AlkylsultanylalkyI, Al- 
kylsulftnylalkyl, Alkylsulfonylalkyl, HydroxyalkyI oder -alk-NRyRe, oder einen heteroaromatischen Rest, der aus- 
gewahit ist unter den Ringen Benzofuryl, Benzothiazolyl, Benzothienyl, Benzoxazolyl, Chromanyt, 2,3-Dihydro- 
benzofuryl, 2,3-Dlhydrobenzothienyl, Furyl, Imidazolyl, Isochromanyl, Isochinolyl, Pyrrotyl, Pyridyl, Pyrimidyl, Chi- 
nolyl, 1 ,2,3,4-Tetrahydroisochinolyl, Thiazolyl undThienyl, wobei diese heteroaromatischen Reste nicht substituiert 
Oder substituiert sein konnen mit einem Halogen, AlkyI, Alkoxy, Hydroxy, Trifluormethyl, Trifluormethoxy, Cyano, 
-COOH, COOalk. -CO-NH-NR24R25. -CONR22R23. -alk-NR24R25, Alkylsulfanyl, Alkylsulfinyl, Alkylsulfonyl, Al- 
kylsulfanylalkyl, AlkylsulfinylalkyI, Alkylsulfonylalkyl oder HydroxyalkyI, 

R32 einen Rest -C(R35)(R36)-Het2, -Hetg. -C{R35)(R3B)-Ar2, Arg, CycloalkyI oder Norbornyl darstellt, 
R33 darstellt ein Wasserstoffatom oder einen Rest HydroxyalkyI, -alk-COOalk, -alk-CONR22R23. -alk-NR22R23. 
Alkoxy, Ar2, Hetg, -CH2Ar2, -CHgHetg oder AlkyI, gegebenenfalls substituiert mit einem oder mehreren Halogen, 
R34 darstellt einen Rest HydroxyalkyI, -alk-COOalk, -alk-CONR22R23. -alk-NR22R23. Alkoxy, Arg. Het2, -CHgArg, 
-CH2Het2 Oder AlkyI, gegebenenfalls substituiert mit einem oder mehreren Halogen, 

.R35 darstellt ein Wasserstoffatom oder einen Rest HydroxyalkyI, -alk-COOalk, -alk-CONR22R23» -alk-N R22R23, 
AlkoxyalkyI, Arg, Hetg, -CHgArg, -CH2Het2 oder AlkyI, gegebenenfalls substituiert mit einem oder mehreren Halo- 
gen, 

R36 darstellt ein Wasserstoffatom oder einen Rest HydroxyalkyI, -alk-COOalk, -alk-CONR22R23. -alk-NR22R23, 
AlkoxyalkyI oder AlkyI, gegebenenfalls substituiert mit einem oder mehreren Halogen, 

Oder aber R35 und Rsg zusammen mit dem Kohlenstoffatom, an das sie gebunden sind, einen gesattigten mono- 
Oder bicyclischen Ring mit 3 bis 10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das 
unter Sauerstoff, Schwefel und Stickstoff ausgewahit ist, und der gegebenenfalls mit einem oder mehreren Al- 
kylresten substituiert ist, 

Arg einen Phenyl-, Naphthyl- oder indenylrest darstellt, wobei diese verschiedenen Reste gegebenenfalls substi- 
tuiert sind mit einem oder mehreren Halogen, AlkyI, Alkoxy, -CO-alk, Cyano, -COOH, -COOalk, -CONRgyRag, 
-CO-NH-NR39R40, Alkylsulfanyl, Alkylsulfinyl. Alkylsulfonyl. -alk-NR39R4o, -NR39R40, AlkylthioalkyI, Formyl, CF3, 
OCF3, Het, -O-alk-NH-cycloalkyl. SO2NH2, Hydroxy. HydroxyalkyI, -NHCOalk, NHCOOalkoderan2 benachbarten 
Kohlenstoffatomen mit Dioxymethylen, 

Het2 einen ungesattigten oder gesattigten, mono- oder bicyclischen Heterocyclus mit 3 bis 10 Ringgliedem dar- 
stellt, der ein oder mehrere Heteroatome enthalt, die unter Sauerstoff, Schwefel und Stickstoff ausgewahit sind, 
gegebenenfalls substituiert mit einem oder mehreren AlkyI, Alkoxy, Halogen, Alkoxycarbonyl, Oxo, Hydroxy, wobei 
die Stickstoffheterocyclen gegebenenfalls in ihrer N-oxidlerten Form vorliegen, 

R37 und R38, die gleich oder verschleden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R37 
und R38 zusammen mit dem Stickstoffatom , an das sie gebunden sind, einen gesattigten mono- oder bicyclischen 
Heterocyclus mit 3 bis 10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter 
Sauerstoff, Schwefel und Stickstoff ausgewahit ist, und der gegebenenfalls mit einem oder mehreren Alkylresten 
substituiert ist, 

R3g und R40, die gleich oder verschleden sind, ein Wasserstoffatom oder einen Alkylrest darstellen oder aber R3g 
und R4Q zusammen mit dem Stickstoffatom, an das sie gebunden sind, einen gesattigten mono- Oder bicyclischen 
Heterocyclus mit 3 bis 10 Ringgliedern bilden, der gegebenenfalls ein weiteres Heteroatom enthalt, das unter 
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Sauerstoff, Schwefel und Stickstoff ausgewahit ist, und der gegebenenfalls mit einem oder mehreren Alkylresten 

substltuiert Ist, 

alk einen Alkyl- oder Alkylenrest darstellt, 

die Alkyl- und Alkylen-reste und -teile und die Alkoxyreste und -telle geradkettig oder verzwelgtkettig sind und 1 
bis 6 Kohlenstoffatonne enthalten und die Cycloalkylreste 3 bis 10 Kohlenstoffatonne enthalten, 
die dptlschen Isomere dieser Verblndungen und Ihre pharmazeutisch annehmbaren Salze mit einer minerallschen 
Oder organ ischen Saure. 

Komblnatlon gemaB Anspruch 2, fur die die Verbindung der Formel (I) ausgewahit ist unter den folgenden Verbln- 
dungen: 

1 -Benzhydryl-3-[(methylsulf onyl)(phenyl)methyien]azetidin , 

1-Benzhydryl-3-[(3-methylphenyl)(methylsulfonyl)metliylen]azetldin, 

1-Benzhydryl-3-[(3-chlorphenyl)(methylsulfonyl)methylen]azetidln, 

1-Ben2hydryl-3-[(3,5-dichlorphenyl)(methylsulfonyl)methylen]azetidin, 

1-Ben2hydryl-3-[(2,5-dichlorphenyl)(nnethylsulfonyl)nriethylen]azetidin, 

1-Benzhydryl-3-[(2,3-dichlorphenyl)(methylsulfonyl)methylen]azetidln, 

1-Benzhydryl-3-[(3-fluorphenyl)(methylsulfonyl)methylen]a2etldln, 

1-Benzhydryl-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]azetldin, 

1-Benzhydryl-3-[(3-bromphenyl)(methylsultonyl)methylen]azetidln, 

1-Ben2hydryl-3-[(3-iodplienyl)(methylsulfonyl)methylen]azetidln, 

1-Benzhydryl-3-[(nnethylsulfonyl)(3-trifluon7iethoxyphenyl)methylen]a2etidin, 

1-Benzhydryl-3-[(methylsulfonyl)(3-trifluormethylphenyl)methylen]azetldln, 

1-Benzhydryl-3-{[3,5-bls(trifluormethyl)phenyl](rnethylsulfonyl)methylen}azetidln, , 

1-Benzhydryl-3-[(3,5-dibromphenyl)(nnethylsulfonyl)methylen]azetldln, 

1-Benzhydryl-3-[(3-methoxycarbonylphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydryi-3-[(3-cyanophenyl)(methylsulfonyl)methylen]azetidin, 

1-BenzhydryI-3-[(3-carbannoylphenyl)(methylsulfonyl)methylen]azetldin, 

1-Benzhydi7l-3'[(nriethylsulfonyl)(naphth-1-yl)(nnethylsulfonyl)nnethylen]^^^ 

1-[Bis(4-chlcrphenyl)methyi]-34(3,5-difluorphenyl)(methylsulfonyl)nriethylen]azetldin, 

1-[Bis(4-rnethoxyphenyl)niethyl]-34(3,5-difluorphenyt)(nnethylsulfonyl)methylen]-a2eti^ 

1-[Bis(4-methylpheny^)nrlethyll-3-[(3,5-difluorphenyl)(methylsulfpnyl)nnethylen^ 

(RS)-34(3,5-Difluorphenyl){nriethylsulfonyl)nfiethylen]-1-[(4-rriethoxyphenyl)(ph 

(R)-3-[(3,5-Difluorphenyl)(rnethylsutfony!)rnethylen]-1-[(4-niethoxyphenyl)(phenyO^ 

(S)-3-[(3,5-Difluorphenyl)(nriethylsulfonyl)methylen]-1-[(4-nriethoxyphenyl)(phenyl)-m 
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1-[Bis(4-trlfluonrnethoxyphenyl)methyl]-34(3,5-dif!uorphenyl)(methylsulfonyl)-methyl^ 

1-[Bls(4-trlfluoiiTiethylphenyl)methylJ-3-[(3,5-d[fluoiphenyl)(methylsulfonyl)m 

1-[Bis(4-chlorphenyl)methyl]-3-{[3,5-bis(tiifiuormethyi)phenyl]methylsulfonylmethylen}az^ 

(RS)-1-[(4-Chiorphenyl)(2,4-dichlorphenyl)methyl)-3<(3,5-d)tluorphenyl)(methy^ 

(R)-1-[(4-Chlorphenyl)(2,4-dichlorphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfon^ 

(S)-1-[(4<^hlorphenyl)(2,4-dlchlorphenyl)methyO-3-[(3,5-dlfluorphenyl)(methylsulfony^ 

(RS)-1-{(4-Chloiphenyl)[4-(hydroxymethyl)phenyl]methyl}-3^(3,5-difluorphen 

azetidin, 

(R)-1-{(4-Chlorphenyl)[4-(hydroxymethyl)phenyl]methyl}-3-[(3,5-difluorphenyl)-(methy 
azetidin, 

(S)-H(4-Chiorphenyl)[4-(hydroxymethyl)phenyl]methyl)-3-[(3,5-difluorphenyl)-(methylsutf 
azetidin; 

(RS)-1-{(4-Chloiphenyl)[4-(pyrrolidylnriethyl)phenyl]methyl}-3-[(3,5-difluoiphenyl)-(m 
azetidin, 

(R)-1-{(4-Chloiphenyl)[4-(pyiTolidylniethy!)phenyl]methyl}-3-[(3,5-difluorphenyl)-(nriethylsutf^ 
azetidin, 

(S)-1 -{(4-Chlorphenyl)[4-(pyrTolldylnriethyl)phenyl]niethyl}-3-[{3,5-difluorphenyl)-^ 

azetidin, 

1-{{RS)-(4-Chlorphenyl)[4-(3,3-dimethyl-plperidin-1-yl-nriethyl)phenyl]nriethyl}-3-[(3,5-^ 
sutfonyl)methyien]azetidjn, 

1-{(R)-(4-Chlorphenyl)[4-(3,3-dinriethyl-piperidin-1-yl-nnethyl)phenyl]methyl}-3-[(3,5-d 
fonyI)methylen]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(3,3-dinriethyl-piperidin-1-yl-niethyl)phenyl]nnethyl}-3-[(3,5-difluoiph 
fonyI)methylen]azetldin, 

1-{(RS)-(4-Chloiphenyl)[4-(thionrioipho!ln-4-yl-methyl)phenyllmethyl}-3-[(3,5-d^ 
methylenjazetidin, 

1-{{R)-(4-Chlorphenyl)[4-(thlonriorpholin-4-yl-methyl)phenyl]methyl}-3-[(3,5-difl^ 
methyl en]azetidin, 

14(S)-(4-Chlorphenyl)[4-(thioniorpholin-4-y!-methyl)phenyl]methyl}-3-[(3,5-difluorphenyl)(n^ 
methylenjazetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(N-ethyl-N-cyclohexyl-aminomethyl)pyenyl]methyl}-3-[(3,5-difluorphenyl)(methyl- 
sulfonyl)methylen]azetidin, 

1-{(R)-(4-Chloiphenyl)[4-(N-ethyl-NK:yclohexyl-aminonnethyl)phenyl]methyl}-34(3,5-difluorphenyl)(me 
sulfonyl)methylen]azetidln, 

1-{(S)-(4-Chlorphenyl)[4-(N-ethyl-N-cyclohexyt-aminomethyl)phenyl]methyl}-3-[(3,5-difluorphenyl)(methyl- 
sulfonyl)methylen]azetidin, 

1-{{{RS)-(4-Chlorphenyl){4-[(4-ethoxycail3onylpiperazinyl)methyl]phenyl)methyl)]-3-[(3 
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thy Isu Ifony l)methy lenjazetidi n , 

1-{{{R)-(4-Chlorphenyl){4-[(4-ethoxycarbonylpiperazinyl)methyllphenyl}methyl}}-3-[(3,5 
thyIsulfonyl)methylen]azeticlin, 

1-{{(S)-(4-Ch!oiphenyl){4-[(4-ethoxycailDonylpipera2inyl)methyl]phenyl}methyl}}-3^^ 
thylsulfonyl)methylen]azetidin, 

1-{(RS)-{4-Chlorpheny!)[4-(N-cyclopropyl-Ni3ropyl-aminomethyI)phenyl]methyl}-3-[(^ 
thylsulfonyl)methylen]a2etidjn, 

1.{(R)-(4.Chloiphenyl)[4-(N-cyclopropyl-N-propyl-amlnomethyl)phenyl]methyO 
sulfonyl)methylen]azetidin, 

14(S)-(4-Chlorphenyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phenyl]methyl)-3-[(3,5-difluorphen 
sulfonyl)methylen]azetidin, 

1-{(RS)-{4-Chloiphenyl)[4-(diisopropylamlnomethyl)phenyl]methyl}-3-[(3,5-difluorphenyl)(m 
thylen]azetidin, 

1-{(R).(4-ChlorphenyI)[4-(dilsopropylaminomethyl)phGnyl]methyl>3-[(3,5<iif!^ 
thylerijazetidin, 

1-{(S)-(4-Chloiphenyl)[4-(dlisopropylaminomethyl)phenyl]methyl}-3-[(3.5<l^ 
thylen]azetidin, 

1-{{(RS)-(4-Chlorphenyl){4-[bls-(2-methoxyethyl)aminomethyIlpheny!}methyI}}^^^ 
sulfonyl)methylen]a2etldin, 

1-{{(R)-(4-Chlorphenyl)(4-[bis-(2-methoxyethyl)amlnomethyl]phenyl}methyl}}-3-[(3 
sulfonyl)methylen)azetldin, 

1-{{(S)-(4-Chlorphenyl){4-[bis-{2-methoxyethyl)aminomethyl]phenyl}methyl}}-3-^ 
sulfonyl)methylen]azetldin, 

1.|(RS)-(4-Chlorphenyl)[4-(di-n-propylaminomethyl)phenyI]methyl}-3-[{3 
thylen}azetidin, 

1-((R)-(4-Chlorphenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5-difl 

thyienjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(di-n-propylamlnomethyl)phenyl]methyl}-3-[(3,5-difluor^ 
thylen]azetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(pjperidin-1-yl-methyl)phenyl]methyl}-3-[(3,^ 
lenjazetldin, 

14(R)-(4-Chiorphenyl)[4-(piperidln-1-y!-methyl)phenyl]methyl}-3-[(3,5-difluorp^ 
len]azettdrn, 

1-{(S)>(4-Chloiphenyl)[4-(piperidln-1-yi-methyl)phenyl]methyl}-3-[(3,5-difluor^ 
ien]azetidin, 

1>{(RS)'(4-Chloiphenyl)[4-(4-methyl-piperazin-1-yl-methyl)phenyl]methyl}-3-[(^ 
nyl)m ethyl enjazetidin, 

1.{(R)-(4.Chloiphenyl)[4-(4-methyl-piperazin-1-yl-methyl)phenyl]methyl)-3-[(3.5-difluorphen 
nyl)methylen]azetldin, 
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14(S)-(4-Chloiphenyl)[4-(4-methyl-piperazin-1-yl-methyl)phenyl]methyl]-3-[(3,5-dtf 
ny!)methylen]azetidin, 

14{RS)-(4-Chlorphenyl)[4-(moipholin-4-yl-methyl)phenyl]methyl)-3-[{3,5-dtf 
thyienjazetidin, 

1-{(R)-(4-Chlorphenyl)[4-{morpholin-4-yl-methyl)phenyl]methyl}-3-[(3,5-difluoiphenyl)(m 
lenjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(rTioipho!in-4-yl-methyl)phenyl]methyI}-3-[(3,5-di^^ 
lenjazetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(diethylanriihonriethyI)phenyl]nriethyl}-3^(3,5-djfluoipheny 
lenjazetidin, 

1-{(R)-(4-Chloiphenyl)[4-(diethylamlnonriethyl)phenyl]naethyl}-3-[(3,5-difluorphenyl)-(met 
lenjazetidin, 

1-{{S)-(4-Chlon3henyl)[4-(diethylanilnomethyl)phenyl]nriethyl}-3-[(3,5-difluoiphenyl)-(methy 
ienjazefidin, 

1-{{RS)-(4-Chloiphenyl)[4-(plperazin-2-on-4-yl-nriethyl)phenyl]niethyl}-3-[(3,5^ 
methyl enjazetldin, 

1-{(R)-(4-Chlorphenyl)[4-(piperazin-2-on-4-yl-nriethyl)pheny!]nriethyl}-3-[(3,5-dlfluor^ 
methylen]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(plperazin-2-on-4-yl-nriethyl)phenyl]nnethyl}-3-[(3,5-difluorp^ 
methylen]azetldin, 

1-{(RS)-(4-Chlorphenyl)[4-(imida2olO-yl-niethyl)phenyl]methyl}-3-[(3,5-difluorphenyi)(niet 
lenjazetidin, 

1-{(R)-(4-Chioiphenyl)[4-(imidazol-1-yl-niethyl)phenyl]niethyl}-3-[(3,5-difluorphenyl)-(methylsutf 
lenjazetidin, 

l-{(S)-(4-Chlorphenyl)[4-(inriidazoM-yI-nriethyl)phenylJniethyl}-3-[(3,5-difluo 
lenjazetidin, 

(RS)-1-{(4-Ch!orphenyl)[4-(N,N-dinnethylcarbamoyl)phenyOnietliyl}-3-[(3,5-dlfluorphenyl^ 
thylenjazetidin; 

(R)-1-{(4-Chlorphenyl)[4-(N,N-dlmethylcaflDannoyl)phenyl]nriethyl}-3-t(3, 

thylenjazetidin, 

(S)-1-{(4-Chlorphenyl)[4-(N,N-diniethylcarbamoyl)phenyIJniethyl}-3-[{3,5-difluorphenyl)(n^ 
thylenjazetidin, 

(RS)-1-{(4-Chloiphenyl)[4-(N-ethylcarbanrioyl)phenylJmethyl)-3-[(3,5-difluorphenyl)-(nnethylsulfonyl^^ 
lenjazetidin, 

(R)-1-{{4-Chloiphenyl)[4-(N-ethylcail3anrioyl)phenyQniethyl)-3-[(3,5<lifluoiphenyl> 
azetidin, 

(S)-1-{(4-Chlorphenyl)[4-(N-ethylcarbanrioyl)phenyIJniethyl}-3-[(3,5KJifluorphenyl)-(me^ 
azetidin, 

(RS)-1.-[(4-Cart5anioylphenyl)(4-chlorphenyl)methylJ-3-[(3,5-difluorphenyl)(nriethylsulfonyl)nrie^^ 



45 



EP 1 328 269 B1 

(R)-1-[(4-Cait)amoy!phenyl)(4<:hlorphenyl)methyl]-3-[(3,5-difluoiphenyl)(meth^ 

(S)-1-[(4-Carbamoylphenyl)(4'Chlorphenyl)methyl]-3-[(3,5-ditluoiphe 

1-[Bis(4-chlorphenyI)methyl]-3-[(3,5-dichlorphenyl)(methylsulfonyl)methylen]a2etidi^ 

1-Benzhydryl-3-[(3-methylsulfanylphenyl)(methylsulfonyl)rnethylen]a2etidin, 

1-Benzhydryl-3-[(3-methylsulfanylmethyl)phenyl)](methylsulfonyl)methylen]azetidin, 

14Bls(4-chlorphenyI)methyl]-3-[(3-cyanophenyl)(methylsulfonyl)methylen]azetid^ 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-carbamoylpheny!)(methylsulfonyl)methylen]-a2etidln, 

14Bis(4-chlorphenyl)methyl]-3-[(3-methoxyphenyl)(methylsulfonyl)methylen]a2etidin, 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-hydroxyphenyl)(methylsutfonyl)methylen]a2et^^^ 

1-[Bis(4-chlorphenyl)methyl]-3-[(methylsulfonyl)(3-pyrrolidinylphenyl)methylen]-azeti^ 

1-[Bis(4-chlorphenyl)mGthyl]-3-[(3-hydroxymethytphenyl)(methyIsu!fonyl)methylen 

1-[Bis(4-chlorphenyl)methyl]-3-{(methylsulfonyl)[3-(N-pjperidylcarbamoyl)phenyl]-methyl^ 

1-[Bis(4-chlorphenyl)methyl]-3-[(methylsulfony!)(3-trifluormethylsulfanylph 
azetidin, 

1-[Bls(4-fluoiphenyl)methyl]-3-[{3,5-difluorphenyl)(methy!sutfonyl)methy^ 

1-[Bis(2-fluoiphenyl)methyl]'3-[(3,5-difluorphenyl)(methylsu!fonyl)methylen]a2etidin, 

1-[Bis(3-fluoiphenyl)methyl]-3-[(3,5-difluorphenyl){methylsulfonyl)methylen]a2etidjn 

(RS)-14(4-Chlorphenyl)(thiazol-2-y!)methyl]-3-[(methylsulfonyl)(phenyl)met^ 

(R)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(methylsulfonyl)(phenyl)met 

(S)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyl]-3-[(methylsuIfonyl)(phenyl)methylen] 

(RS)-1-[(4-Chlorphenyl)(thien-2-yl)methyl]-3-[(3,5-difluorphenyl)(methylsulfony()-m 

(R)-1-[(4-Chlorphenyl)(thien-2-yl)methy)]-3-[(3,5-difluorphenyl){methyIsulfonyl)-me 

(S)-1-[(4<:hlorpheny!)(thlen-2-yl)methy!]-3-[(3,5-difluorphenyl)(methylsulf^^ • 

1-Benzhydryl-3-[(ethylsulfonyi)(phenyl)methylen]a2etidin, 

1-[Bis(4-ch!orphenyl)methyl]-34{3-[N-(4-methylpipera2inyl)carbamoyl]phenyl}-(methylsulfony^ 
azetidin, 

1-[Bls(4-chlorphenyl)methyl]-3-{[3-(2,2-dimethylcafl3ohydrazldo)phenyl](meth^^ 
1-[Bis(thien-2-yI)methyl]-3-[(3,5-dlfluorphenyl)(methylsulfonyl)methylenlazGtld 
1-[Bis(p-tolyl)methyl]-3-[(methylsulfonyl)(phenyl)methylen]azetldin, 
1-[(4-Chlorphenyl)(4-hydroxymethylphenyl)methyl]-34(3,5-dlfluorphenyl)(methylsutf^ 
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1-[Bis(4-chlorphenyl)methyl]-3-[(3-methylaminophenyl)(methylsulfonyl)meth 

(RS)-1-[(4-Chlorphenyl)(thiazol-2-yl)methyO-3-[(3.6-dlfluoiphenyl)(methylsutfo 

(R)-1-[(4-Chlorphenyl)(thia2ol-2-yl)methyl]-3-[(3,5-difluorphenyl)(methy^ 

(S)-1-[(4-Chlorphenyl)(thla2ol-2-yl)methyll-3-[(3,5-difluorphenyl)(methylsulfonyl)-me^^^^ 
1-[Bls(4-chlorphenyl)methyll-3-[(methylsulfonyl)(2-methoxycarbonylthlen-6-^^ 

1-[Bis(4-chlorphenyl)methyl]-3-hydroxy-3-[(methylsulfonyl)(2-methoxycartDonylthlen-5-y^ 

din-(RS). 

1-[Bis(4-chlorphenyl)methyl]-3-[(2HSobutylaminocailDonylthlen-5-yl)(methylsultonyl)^^ 

1-[Bls(4-chlorphenyl)methyl]-3<(3-methoxycarbonylphenyl)(methylsulfonyl)methyl-(RS)]a2elW 

1-[Bis(4-chlorphenyl)methyl)-3-[(methylsuIfonyl)(pyridin-4-yl)methyl-(RS)]a2etidin-3-o^ 

1-[Bis(4-chloiphenyl)methyl]-3-[(methylsulfonyl)(pyridin-3-yl)methyI-(RS)]az 

3-({1-[Bis-(4<:hloiphenyl)methyl]azetldin-3-yllden}-methansulfonyl-methyl)N-(3-moT^ 
zamid, 

3-({1-[Bis-(4-chlorphenyl)methyI]a2etidin-3-yllden}-methansultonyl-methyl)N-(3-dimet^ 
zamid, 

3-({1-[Bjs-(4-chIorphenyl)methyI]azetidin-3-yliden}-methansulfonyl-methyl)N-(2-pyn'oIid 
mid, 

3-({1-[Bls-(4<:hIoiphenyI)methyl)azetidln-3-yliden}-methansulfonyl-methyl)N-{2-dimethyl^ 
ethyl)benzamid, 

3-({1-[Bis-(4-chlorphenyl)methyl]a2etldin-3-yliden}-methansulfonyl-methyl)Npiperidin-1-yl-ben2amid, 

3-({1-[Bis-(4<:hloiphenyl)methyl]azetidln-3-yliden}-methansulfonyl-methyl)N-isobuty!benzamid^ 

3-({1-[Bls-(4-chloiphenyl)methyl]azetidin-3-yllden}-methansulfonyl-methyI)N-(3-imid^^ 
mid, 

3-({1-[Bls-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansutfonyl-methyl)N-(2-dimethylam 
mid, 

3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)ben2oesaure-N'-methyl-hy 

3-({1-[Bis-(4-ch(orphenyl)methyl]azetidin-3-yliden]-methansulfonyl-methyl)N'(2-moipholin^^ 
mid, 

3-({1-[Bis-(4K:hloiphenyl)methyl]azettdin-3-yliden}-methansultonyl-methyl)N-(1-et^^ 
benzamid, 

3-({1-[Bis-(4<hlorphenyl)methyllazetidin-3-yliden}-methansulfonylrmethyl)N-(2,2-dlmethyl-propyl)benz 
3-({1-[Bis-(4-chlorphenyl)methyl]a2etidin-3-yllden}-methansulfonyl-methyl)NH:yclohexylmethyl-ben2am 
3-({1-[Bis-(4-chlorphenyl)methyllazetidin-3-yliden}-methansulfonyl-methyl)N-cyclopropylmethyl-ben2amld, 
3-({1-[Bis-(4<;hloiphenyl)methyllazetidin-3-yliden}-methansulfonyl-methyl)N-(2-methyl-butyI)benzamid, 
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3-({1-[Bis-(4-chlorphenyl)methyl]a2etidin-3-yliden}-methansulfonyl-m 

3-({1-[Bls-(4-chlorphenyl)methyl]azetidin-3-yliden)-methansulfonyl-methyI)N-(tetrahyd 
benzamid, 

3-({1-[Bls-(4-chloiphenyl)methyl]azetldln-3-yllden}*methansulfonyl-me%^ 

3- ({1-[Bls-(4-chlorphenyl)methyl]a2etidin-3-yiiden}-methansulfonyl-methyl)N-(2-eth^ 

4- {[3-({1-[Bis-(4-chlorphenyl)methyl]a2etidin-3-yliden}-methansulfonyl-methyl)-benzoylam 
hexancarbonsau re-methy tester, 

2-Amlno-1-{4-[3-({1-[bis-(4-chlorphenyl)methyl]a2etidln-3-yllden}-methansuIfonylme^^^ 

1- yl}-ethanon, 

(2^4-[3-({1-[Bis-(4-chlorphenyI)methyOazetjdln-3-yliden}-methansulfonyl-^ 
~ 2-oxo-ethyl)carbaminsaure-tert.-butylester, 

1 -{4-[3-({1 -[Bls-(4-chlorphenyl)methyl]a2etldin-3-yllden}-methansulfonyl-methyl)-phenyl]p^^^ -yl}- 

2- methylaminorethanon, 

(244-[3-({1-[Bis-(4-chlorphi5nyl)methyl]azetidin-3-yliden}-methansu^^^ 

2- oxo-ethyl)N-methylcarbamlnsaure-tert.-buty tester. 

4-[3-({1-[Bis-(4-chlorphenyl)nriethyl]azetidin-3-yllden}-methansulfonyl-methyl)phenyl]-^ 
saure-N-methylamid, 

4-[3-({1-[Bis-(4-chlorphenyl)rnethyl]azetidin-3-yllden}-methansulfonyl-methyl)ph 
saure-N-methylamId, 

443-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-me%^^ 
saure-methylesler, 

1-[3-({1-[Bls-(4-chlorphenyl)rnethyl]azetidin-3-ynden}-methansulfonyl-methyl)phenyl]-4-iso^ 

1-[3-({1-[Bis-(4-chlon3henyl)rnethyl]azetldin-3-yliden]-methansulfonyl^ 

4-Acetyl-1'[3-({1 -B3ls-(4-chlorphenyl)methyllazetidln-3-yliden}-rnethansultoriylmethyI)ph^^^ 

1-{4-[3-{{1-[Bis-(4-chlorphenyl)niethyl]a2etidin-3-yliden}-methansulfonyl-rnethyl)-phe 
methylamlno-ethanon, 

1-[3-({1-[Bis-(4-chlorphenyl)rnethylJazetidln-3-yliden}-methansulfony!-met^ 

. 4-[3-({14Bls-(4-chlorphenyl)rTiethyl]a2etidin-3-yllden}-methansulfonyl-methyl)phenyn^ 
saure-tert.-butytester, 

1-[Bis(4-methoxycaitonylphehyl)niethyl]-3-[(3,5-difluorphenyl)(rnethylsulfony^ 

3- Acetoxy-1-[bis(4-methoxycarbonylphenyl)rnethyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)rn 
din. 

(RS)-4-[4-({4-Chlorphenyl){3<(3,5-difluorphenyl)rTiethansUlfonyl-rTiethylenla2etidi^ 
pholin, 

4- (443-[(1-BenzhydryI-azetidin-3-yliden)methansulfonyl-methyl]phenoxy}bLityl)-rn^ 
4-(4-{3-[(1-Benzhydryf-azetidin-3-yliden)methansulfony!-rnethyI]phenoxy}-^^^ 
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N-{1-[Bis(4-chlorphenyl)methyl]a2eticIln-3-yl)-thien-2-yl:Sulfonamicl, 
N-{1-[Bis(4-chloiphenyl)methyl]a2etidin-3-yl}-4-nriethoxyphenylsulfonamlcl, 
N-[4-(N-{HBis(4<hlorphenyl)methyl]azetidin-3-yl}sulfamoyl)phenyl]acetamld, 
N-{1-[Bis(4-chlorphenyl)methyI]a2etidin-3-yl}-4-methylphenylsulfonamid, 
N-{1-[Bis(4<:hlorphenyl)methyl]a2etidin'3-yl}-3,4-dimethoxyphenylsulfonamid, 
N-{1-[Bis(4-chIorphenyl)methyl]azetldin-3-yl}-3-fluoiphenylsulfonamld, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3,4-dichlorphenyisulfonamid, 
N-{1-[Bis(4-chlorphenyi)methyl]azetjdin-3-yl}-3-cyanophenylsulfonamid, 
N-{1-[Bis(4<)hloiphenyl)methyl]azetidin-3-yl)-2,5-dimethoxyphenylsulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-3-tritluorTnethylphenylsulfonarnld, 
N^1-[Bls(4-chlo^phenyl)methyl]azetidln-3-yl}-naphth-2-yl-sulfonamid, 
N-{1-[Bis(4<:hlorphenyl)methyl]a2etidin-3-yl}-naphth-1-yl-sulfonamld, 
N-{1-[Bis(4<:hlorphenyl)methyl]azetidin-3-yl}-3,4-difluoiphenylsulfonamid, 
N-{1 -[Bis(4-chlorpheny!)methyl]a2etidin-3-yl}-1 -methyl-1 - W-lmida2ol-4-yl-sulf onamid, 
N-[4-(N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yI)sulfamoyl)-2K:hlorphenyl]acetamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonamid, 
N-{1-[Bls(4<:hlorphenyl)methyl]azetidln-3-yl}-4-fluorphenylsulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetldin-3-yI}chlnol-8-ylsulfonamld, 
N-{1 -[Bis(4-chlorphenyl)methyl]azetidin-3-yl}phenylsulfonamid, 
N-{1-[Bis(4-chlorphenyl)rnethyl)azetidin-3-yl}-(phenylmethyl)su[fonanriid, 
N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-3,5-difluorphenylsulfonamjd, 
N-{1-[Bis(4-chlorphenyl)methyl]a2etldln-3-yl}pyrid-2-yIsulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-(3-fluor-5-pyrrolidln-1-yli3henyl)sutf^ 
•N-{14Bis(4-chlorphenyl)methyI]a2etidin-3-yl}-N-methyl-4-fluoiphenylsulfonam 
N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-N-methyl-chinol-B-ylsuIfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetjdin-3-yl}-N-methyl-phenylsulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-N-methyl-(phenylmethyl)suifonamid, 
N-{1-[Bls(4-chlorphenyl)methyl]azetidin-3-yl}-3-sulfamoylphenylsulfonamid, 
2-Benzensulfonyl-N-{1-[bls-(4-chIorphenyl)HTiethyl]-a2etidin-3-yl}-acetamjd, 
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N^1-[Bis-(4-chloiphenyl)-methyl]-azetidin-3-yl}-2-(toIuen-4-sulfonyl)-acet^^ 

(3-Chlor-4-methylsulfonyi-thiophen-2-carbO)cy)-{1-[bis-(4<jhlorphenyl)-methyl]-a2eti^ 

N-{1-[Bis-(4-chloipheny!)-methyi]-azetidin-3-yl}-3-(2-phenyl-ethylensulfonyl)-propto^ 

N-{1-[Bis-(4K:hloiphenyl)-methyl]-azetidin-3-yl}-4H7iethylsutfonyl-ben2amid, 

N^1-[Bis-(4-chlorphenyl)-methyl]-azetidin-3-yl}-4-methansulfonyl-benzamid, 

(5-Methylsulfonyl-thiophen-2-carboxy)-{1-[bls-(4-chloiphenyl)-methyQ-azetldin-3-yl)^ 

(5-Methylsulfonyl-3-methyl-4-vinyl4hiophen-2<;arboxy)-{14bis-(4-chiorphenyl)-methyl]-aze 

(RS)-N-{14(4-Chlor-phenyI)-pyridin-3-yl-methyl]-a2ettdjn-3-yl}-3,5-difluoit)enzensulfonam 

(RS)-N-{1-[(4-Chlor-phenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yi}-3,5-^^^ 

N^1-[Bis-(4-chloiphenyl)methyl]-azetidln-3~yl}-N-(6-chloipyrid-2-yI)HTiethy!su(fonam 

N-{1-[Bis-(4-chloiphenyl)methyl]a2etidin-3-yl}-N-(6-ethylpyrid-2-yi)-methylsulfona 

N41-[Bis-(4-chloiphenyl)methyl]a2etidin-3-yl}-N-chinbl-6-yl-methyl-sulfonamld, 

N41-[Bis-(4-chlorphenyl)methyl]a2etidin-3~yl}-N-chlnol-5-yl-methyl-sultonamid, 

N-{1-[Bls-(4-chlorphenyl)methyl]azetidin-3-yl}-N-isochjnol-5-yl-methy^ 

N^1-[Bis-(4-chlorpheny!)methyl]azetldin-3-yl}-N-pyrid-3-yl-methyl-sulfonam 

N-{1-[Bis-(4-chloiphenyl)methyl]azetidln-3-yl}-N-(1-oxid-pyrid-3-^^^ 

N-(1R,2S,4S)-Bicyclo[2.2.1]hept-2-yl-N-{1-[bis-(4-chlorphenyl)methyl]azetj^ 

N-(1R,2R,4S)-Bicyclo[2.2.1]hept-2-yl-N-{1-[bls-(4-chloiphenyl)methyl]a2etidm 

N-{1-[Bis-(4-chloiphenyl)methyl]azetidin-3-yl}-N-(3,5-difluorphenyl)-methylsulfonamid» 

N-{1-[Bls-{4-chloiphenyl)methyl]azetidln-3-yl}-N-(thiazol-2-yl)-methylsulf^^ 

N-{1-[Bis-(4-chlorphenyl)-methyl]-a2etidln-3-yl}-N-(3-methoxyphenyl)-methylsulfona 

N-{1-[Bls-(4-chlorphenyl)-methyl]-azetidin-3-yl}-N-(3-hydroxyphenyl)-meth 

N-{1-[Bis-(4-chlorphenyl)-methy!]-azetidin-3-yl}-N-(3-hydroxymethyl-phenyl)"me% 

N-{1-[Bis-(4-chiorphenyl)-methyl]-azetidin-3-yl}-N-(methylsulfonyl)-3-aminobenzoesa ' 

N-{1-[Bis-(4-chlorphenyl)methyl]azetidln-3-yl}-N-(1-isobutyl-piperid-4-yl)HT}et^ 

N-Benzyl-N-{1-[bis{4-chlorphenyl)methyl]azetjdln-3-yl}-amin, 

N-{1-[Bis(4K:hlorphenyi)methyl]a2etidin-3-yl}-N-(3,5-difluorbenzyl)amin, 

N-{1-[Bls(4-chlorphenyl)methyl]a2etidin-3-yl}-N-(3,5-difluorbenzyI)methylsultonarnid, 

N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yi}-N-(pyrid-3-yl-methyl)-methylsulfonamid, 
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N-{1-[Bis-(4-fluor-phenyl)-methyl]-a2etidin-3-yl}-N-(3,5-dlfluoiphenyl)methylsutfona^ 
(RS)-N^1-[(4-Chlorphenyl)-py^id-3-yl-methyl]-a2etidln-3-yl}-N-(3,5-d^n^ 
(R)-N41-[(4-Chlorphenyl)-pyrid-3-yl-methyl]-a2etidin-3-yl}-N-(3,5-difluoi^ 
(S)-N^1-[(4-Chlorphenyl)•pyrid-3-yl-methyl]-a2etidin-3-yl)-N-(3,5-dlfluo^phenyl)-m 
(RS)-N-{1-[(4-Chlorphenyl)-pyrid-4-yl-methyl]-azetidjn-3-yl}-N-(3.5-difluorphenyl)-m 
(R)-N-{1-[(4-Chloiphenyl)-pyrid-4-yl-methyO-a2etidln-3-yl}-N-(3,5-dlfluorphenyl)-methy^ 
(S)-N^1-[(4-Chloiphenyl)-pyrid-4-yl-methYl]-a2etldin-3-yl]-N-(3,5-dlfluoiphenyl)-m^ 
(RS)-NH1-[(4-Chlorphenyl)-pyrimidin-5-yl-methyl]-a2etidin-3-yl)-N-(3.5-dffluoiphenyI)-m 
(R)-N41-[(4-Chlorphenyl)-pyrimidin-5-yl-methyl]-a2etidln-3-yI}-N-(3,5-dlfluoip^ 
(S)-N-{1-[{4-Chlorphenyl)-pyrimjdin-5-yl-memyl]-azetldln-3-yl}-N-(3,5-dm 
N^1-[Bis-(4-chloiphenyl)methyl]azetldin-3-yl}-N-(3,5-dinuorphenyl)-b^^ " 
• ihren optischen Isomeren und ihren pharmazeutisch annehmbaren Salzen. 

Kombination gernaB Anspaich 2, fur die die Verbindung der Formel (I) ausgewahit ist unter den folgenden Verbin- 
dungen: 

1-[Bis(4-chlorphenyI)methyl]-3-[(3,5-dlfluoiphenyl)(methylsultonyl)methyl-( 

3-Acetoxy-1-[bis-(4-chlorphenyl)methyl]-3-[(3,5-d(fluorphenyl)(methylsulfonyl)-methy^ 
thyl-(RS)]azetidin, 

1-[Bis(4-chlorphenyl)methyl]-3-[(3,5-dlfluorphenyl)(methylsultonyl)methylen]a2^^ 
ihren optischen Isomeren und ihren pharmazeutisch annehmbaren Salzen. 

Kombination gemaB Ansjamch 1 , worin der CB1 -Antagonist SR1 41 71 6, seine Hydrate und seine pharmazeutisch 
annehmbaren Saize Oder LY320135 und seine phamnazeutisch annehmbaren Salze ist. 

PharmazeutischeZusammensetzung, enthallend einen CB1-Antagonisten und Sibutramin, sein Hydrat odereines 
seiner phamnazeutisch annehmbaren Salze in reinem Zustand oder mit einem oder mehreren Verdunnungsmlttein 
und/oder Hllfsstoffen, die kompatibel und phamriakologisch annehmbarsind, und/oder gegebenenfalls in Kombi- 
nation mit einem welteren, pharmazeutisch kompatlblen und physiologisch wirksamen Produkt. 

Pharmazeutische Zusammensetzung gemaB Anspruch 6, fCir die der CB1 -Antagonist die Formel I, so wie in An- 
spruch 2 definiert, hat. 

Pharmazeutische Zusammensetzung gemaB Anspruch 7, fur die die Verbindung der Fomriel (I) ausgewahit ist 
unter den folgenden Verblndungen: 

1-Benzhydryl-3-[(methylsulfonyl)(phenyl)methylen]azetidin, 

1-Benzhydryl-3-[(3-methylphenyl)(methylsulfonyl)methylenla2etidin, 

1-Benzhydryl-3-[(3-chlorphenyl)(methylsulfonyl)methylen]a2etidin, 

1-Benzhydryl-3-[(3,5-dichlorphenyl)(methylsulfonyl)methylen]azetidin, 
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1-Benzhydi7l-3-[(2,5<lichlorphenyl)(methylsulfonyI)methylen]a2etidin, 

1-Ben2hydry!-3-[(2,3-dichlorphenyl)(methylsulfonyl)methylen]azetidm, 

1-Benzhydryl-3-[(3-fluorphenyl)(methylsulfonyl)methy}en]azetidin, 

1-Benzhydryl-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydry!-3-[(3-bromphenyl)(methylsulfonyl)methylen]azetidin, 

1 -Benzhydryl-3-[(3-iodphenyl)(methylsulf onyl)methylen]azetldln, 

1-Ben2hydryl-3-[(methylsulfonyl)(3-trlfluormethoxyphenyl)methylen]a2etidin, 

1-Ben2hydryl-3-[(methylsulfonyl)(3-trifluorTnethylphenyl)methylen]azetidin, 

1-Benzhydi7l-3-{[3,5-bis(trif!uormethyl)phenyl](methylsulfonyl)methylen]a2eti^ 

1 -Benzhydryl-3-[(3,5-dtbrompheny!)(methyIsulfonyl)methylen]azetldln, 

1-Benzhydryl-3-[(3-methoxycarbonylphenyl)(methylsulfonyl)methylen]azetidin, 

1-Benzhydry!-3-[(3-cyanophenyl)(methylsulfonyl)methylen)azetidln, 

1-Benzhydryl-3-[(3-carbamoylphenyl)(methylsultonyl)methylen]azetidin, 

1 -Ben2hydryl-3-[(methylsulfonyl)(naphth-1 -yl)(methylsulfonyl)methylen]azetidln, 

1-[Bis(4-cHlorphenyl)methyi]-3-[{3,5-difluoiphenyl)(methylsulfony!)m 

1-[Bis(4-methoxyphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]-azetid^ 

1-[Bis(4-methylphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)methylen]-azetidin 

(RS)-3-[(3,5-Difiuorphenyl)(methylsulfonyl)methylen]-1-[(4-methoxyphenyl)(phenyl)-meth^^^ 

(R)-3-[(3,5-Difluoiphenyl)(methylsulfonyi)methylen]-1-[(4-methoxypheny!)(phenyl)-^ 

(S)-3-[(3,5-Dlfluorphenyl){methy!sulfonyl)methylen]-1-[(4-methoxyphenyl)(phenyl)-methyl^^ 

1-[Bis(4-trifluormethoxyphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsulfonyI)-m 

1-[Bts(4-trifluorTnethylphenyl)methyl]-3-[(3,5-difluoiphenyl)(methy 

1-[Bis(4-chlorphenyl)methy!]-3-{[3,5-bis(tnftuormethyl)phenyl]methylsulfonylmet^ 

(RS)-1-[(4-Chlorphenyl)(2,4-dichl6rphenyl)methyl]-3-[(3.5-difluorphenyl)(methylsulfony 

(R)-1-[(4-Chlorphenyl)(2,4-dichlorphenyl)methyI]-3-[(3,5-difluorphenyl)(met^^^ 

(S)-1-[(4<;hIorphenyO(2,4-dichlorphenyl)methyl]-3-[(3,5-dlfluoiphenyl)(me%^ 

(RS)-1-{(4-Chlorphenyl)[4-(hydroxymethyl)phenyl]methyl}-3^(3,5-difluoipheny!)-{^^^ 
azetidin, 

(R)-1-{{4-Chlorphenyl)[4-(hydroxymethy!)phenyl]methyl}-3-[(3,5-dtfluo!pheny^ 
azetidin, 
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(S)-1-{(4-Chloiphenyl)[4-(hydroxymethyl)phenyl]methyl)-34(3,5-dlfluorphenyl)-(meth 
azetidin, 

(RS)-1-{(4-Chlorphenyl)[4-(pyrrolldylmethy()phenyl]methyl}-3-[(3,6-dlfluorpheny()-(m 
azetidin, 

(R)-1-{(4-Chloiphenyl)[4-(pyrrolidylmethyl)phenyl]methyl}-34(3,5-dlfluorphenyl)-{methyl^ 
azetidin, 

(S)-1-{(4-Chioiphenyl)[4-(pyn^olidylmethyl)phenyl]methyl}-34(3,5-difluorphenyl)-(nn 
azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(3,3-dimethyl-piperidin-1-yi-methyl)phenyi]nriethyl}-3-[(3,5-dl^^ 
sulfonyl)methylen]azetidin, 

1-{(R)-(4-Chlorphenyl)[4-(3,3-dimethyl-piperidin-1-yl-methyl)phenyl]methyl}-3-[{3,5-djfiuorphenyI)(^ 
fonyl)methylen]azetidin, 

1-{(SH4-Chloiplienyl)[4-(3,3-dimethyl-piperidih-1-yl-methyl)phenyl]methyl}-3-[(3,5-dlfiuo^ 
fonyl)methylen]azetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(thlomorphonn-4-ylH7iethyl)phenyl]nietiiyi}-3-[(3,5-^^^^ 
nnethylen]azetidin, 

1-{(R)-(4-Chlorphenyi)[4-(thionioipholin-4-yl-methyl)phenyl]methyl)-3*[(3,5-difluorphenyl)(m 
methylen]azetldin, 

1-{(S)-(4-Chlorphenyl)[4-(thiomoipliolin-4-yl-nrietliyl)phenyI]methyl)-3-[(3,5-difluorph 
methylen]azetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(N-ethyi-N-cyciohexyl-aminomethyl)phenyl]methy!}-3-[(3,5-dlfluorphenyi)(m 
sulfonyl)methylen]azetrdln, 

1-{(R)-(4-Chlorphenyl)[4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl}-3-[(3,5-difluorphe 
sulfonyl)methylen]azetldln, 

1-{(S)-(4-Chiorphenyl)[4-(N-ethyl-N<:yclohexyl-aminonriethyl)phenyl]methyl}-3-[(3,5-difluorph 
sulfonyI)metliylen]azetldin, 

1-{{(RS)-{4-Chlorphenyl){4-[(4-ethoxycarbony!piperazinyl)rnethyl]phenyl)metliyl)}-3-[^^ 
thylsulfonyl)methylen]azetidin , 

1-{{(R)-(4-Chlorphenyl){4-[(4-etfioxycaii3onylpiperazinyl)methyllpfienyl}methyl}}-34(3 
thylsulfonyl)methylen]azetidin, 

14{(S)-{4-Chlorphenyi){4-[(4-ethoxycail3onylpiperazinyI)methyi]plienyl}methyl}}-3-[(3,5-di 
thylsulfonyl)methyien]azetldin, 

1-{(RS)-(4-Chloiplienyl)[4-(N-cyclopropyl-N-propyI-aminometliyl)phenyl]methyl}-3-[(3,5-di^ 
thytsulfonyl)methylen]azetidin, 

1-{(R)-(4-Chloiphenyl)[4-(N-cyclopropyl-N-propyl-aminonriethyl)phenyl]niethyl}-3-[(3,5-difluon^ 
sulfonyl)methylen]azetidin, 

1-{(S)-(4-Chloiphenyl)[4-(N-cyclopropyl-N-propyl-aiTiinonriethyl)plienyl)methyl}-3-[(3,5-dlfluo 
sulfonyl)methylen]azetldin, 

1-{(RS)-(4-Chlorphenyl)[4-(dilsopropylamlnomethyl)pheny!]methyl)-3-[(3,5-difluorphenyl)(m 
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thylenjazetidin, 

^-{(R)-(4-Chlorphenyl)[4-(dilsopropylaminomethyl)phenyl]methyl}-3-[(^ 
thylenjazetidin, 

1-{(S)-(4-Chloiphenyl)[4-(diisopropylamlnomethyl)phenyl]methyl}-3-[(3,5-dlfluorphe^^^ 
thylen]azetidin, 

1-{{{RS)-(4-Chlorphenyl}{4-[bis-(2-methoxyethyl)aminomethyl]phenyl}methyQ^ 
sulfonyl)methylen]azetldin, 

1-{{(Ft)-(4-Chlorphenyl){4-[bis-(2-methoxyethyl)amlnomethyl]phenyl}methyO^^ 
sulfonyl)methylen]azetidin, 

1-{{(S)-(4-Chlorphenyl){4-[bis-(2-methoxyethyl)aminomethyl]phenyl}methyl}}-3-[{3,5^ 
sulfonyl)methylen]azetidin, 

1-{(RS)-{4-Chloiphenyl)[4-(dl-n-propylaminomethyl)phenyl]methyl}-3-[(^ 
thylen]azetidin, 

1-{(R)-(4-Chloiphenyl)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[{3,5-di^^^ 
thylenjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(di-n-propy!aminomethyl)phenyI]methyl}-3-[(3,5-difl^ 
thylen]azetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(piperidin-1-yl-methyl)phenyl]methyl}-3-K^ 
len]azetidin, 

1-{(R)-(4-Chlorphenyl)[4-(piperldjn-1-yj-methyI)phenyl]methyl]-3-[(3,^ 
lenjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(piperidin-1-yl-methyl)phenyl]methyl}-3-[(3,5-dlfluorphenyl)-(met^ 
tenjazetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(4-methyl-piperazln-1-yl-methyl)phenyl]meth^^ 
nyj)m ethylen] azeti di n , 

1-{(R)-(4-Chlorphenyl)[4-(4-methyl-piperazin-1-yl-methyl)phenyl]methyl}-3-[(3,5-di^ 
nyl)m ethylen] azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(4-methyl-piperazin-1-yl'^ethyI)phenyl]methyl}-3-[(3,5-^^^^ 
nyl)methylen]azetldln, 

1-{(RS)-(4-Chlofphenyl)[4-(morpholin-4-yl-methyl)phenyl]methyl}-3-[(3,5-difluorphenyl)(m 
thylen]azetidin, 

14(R)-(4-Chiorphenyl)[4-(morpholin-4-yl-mGthyl)phenyl]methy!}-3-[{3,5-difluorphen 
lenjazetidin, 

1-{(S)-(4-Chloiphenyl)[4-(morpholin-4-yl-methyl)pheny(]methyl}-3-[(3,5^^ 
tenjazetidin, 

1-{(RS)-(4-Chloiphenyl)[4-(diethylamlnomethyl)phenyl]methyl};3^(3,5-dlfluo^ 
len]azetldin, 

1-{{R)"(4-Chlorphenyl)[4-(diethylaminomethyl)phenyl)methyl}-3-[(3,5-ditluorpheny 
lenjazetidin, 
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1-{(S)-(4-Chloiphenyl)[4-(diethylaminomethyl)phenyl]methyl}-3-[(3,5-difluorpheny^ 
lenjazetidin, 

1-{(RS)-{4-Chlorphenyl)[4-(piperazin-2-on-4-yl-methyl)phenyl]methyl}-3-[(3,5-difluoiph 
methylenjazetidin, 

1-{(R)-(4-Chloiphenyl)[4-(pipera2in-2-on-4-yl-methyl)phenyl]methyl}-3-[(3,5-difluorphenyI)(m 
methyien]azetidin, 

1-{(S)-(4-Chlorphenyl)[4-(piperazin-2-on-4-yl-methyl)phenyl]methyl}-3-[(3,5-difluor^^ 
methylen]azetidin, 

1-{(RS)-(4-Chlorphenyl)[4-(imida2ol-1-yl-methyl)phenyl]methyl}-3-[(3,5-difl 

len]azetldin, 

14{R)-{4-Chlorphenyl)[4-(imida2ol-1-yl-methyl)phenyl]methyl}-3-[(3,5-difluorphenyO 
lenjazetidin, 

1-{(S)-(4-Chlorphenyl)[4-(imida2ol-1-yl-methyl)phenyllmethyl]-3-[(3,5-d!fl^ 
lenjazetidin, 

(RS)-1-{(4-Chlorphenyl)[4-(N.NTdimethylcailDamoyl)phenyl]methyl]-3-[(3,5-difluon^ 
thylen]azetidin, 

(R)-1-{(4-Chlorphenyl)t4-(N,N-dime%lcarbamoyl)phenyl]niethyl}-3-[(3,5-dlfluorphe 
thylen}azetidin, 

(S)-1'{(4-Ch!oiphenyl)[4-(N,N-dimethylcailDamoyl)phenyl]nnethyl}-3-[(3,5-dm 
thylen]azetidln, 

(RS)-1-{(4-Chlorphenyl)[4-(N-ethylcarbamoyl)phenyl]nriethyl}>3-[(3,5-difluorphenyl)-(methylsulfo^ 
lenjazetidin, 

(R)-1-{(4-Chlorphenyl)[4-(N-ethylcarbamoyl)phenyl]methyl}-3-[(3,5-difluorphenyl)-(methylsulf^^^ 
azetidin, 

(S)-H(4-Chlorphenyl)[4-(N-ethylcailDanrioyl)phenyl]methyl}-3-[(3,5<liflu 
azetidin, 

(RS)-1-[(4-Cail3anrioylphenyl)(4K;hlorphenyl)nriethyl]-3-[{3,5-difluorphenyl)(meth 
(R)-1-[(4-Caii3annoylphenyl)(4-chlorphenyl)methyl]-3-[(3,5-difluorphenyl)(m 
(S)-1 -[(4<:arbannoylphenyl)(4-chlorphenyI)niethyl]-3-[(3,5-difluorphenyl)(methylsulfonyl)nn 
1-[Bjs(4*chlorphenyl)methyl]-3-[(3,5-dlchlorphenyl)(methylsulfony[)methylen]azetldin, 
1 -Benzhydryl-3-[(3-methylsulf anylphenyl)(methylsulfonyi)methylen]azetldin, 
. 1-Benzhydryl-3-[(3-methylsuifanylmethyl)phenyl)]{methylsulfonyl)methylen]azetidin, 
1-[Bls(4-chlorphenyl)nnethyl]-3-[(3-cyanophenyl)(methylsulfonyl)nriethylen]azetidin. 
1-[Bis(4-chlorphenyl)niethyl)-3-[(3-carbannbylphenyl)(methyIsulfonyl)methylen]-azetidin, 
1-[Bis(4-chlorphenyl)methyl]-3-[(3-methoxyphenyI)(methylsulfony!)nnethylenJa2etidln, 
1-[Bis(4-chlorphenyl)methyl]-3-[(3-hydroxyphenyt)(methylsulfonyl)methylen]azetidin, 
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1-[Bis{4-chlorphenyl)methyl]-3-[{methylsulfonyl)(3-pyrrolidinylph 

1-[Bts(4-chlorpheny!)methyl]-3-[(3-hydroxymethylphenyi)(methylsulfonyl)methy^ 
1-[Bis(4-chlorphenyl)methyl]-3-{(methylsulfonyl)[3-(N-piperidylcarbamoyl)phenyl]-meth 

1-[Bls(4-chloiphenyl)methyl]-3-[(methylsulfonyl)(3-trifluormethylsulfanyIphenyl)-^ 

azetidin, 

1-[Bis(4-fluorphenyl)methyll-3-[{3,5-di1luorphenyl)(methylsulfonyl)methylen]a2e^ 

1-[Bis(2-tluoiphenyl)methyl]-3-[(3,5-dlfluoiphenyi)(methylsulfo . 

1-[Bis(3-fluon3henyl)methyl]-3-[(3,5-difluorphenyl)(methylsullonyI)m 

(RS)-14(4-Chlorphenyl)(thia2ol-2-yl)methyO-3-I(methylsulfonyl)(phenyl)meth^^ 

(R)-14(4-Chlorphenyl)(thia2ol-2-yl)methyl]-34(methylsulfonyl)(phenyl)methylen]-azetl^ 

(S)-1-[(4-Chlorphenyl)(thiazo!-2-yl)methyl]-3-[(methy!sulfonyl)(phenyt)methyle^ 

(RS)-1-[(4-Chlorphenyl)(thien-2-yl)methyl]-3-[(3,5-difluoipheny^ 

(R)-1-[(4-Chtorphenyl)(thien-2-yl)methyl]-3-[(3,5-difluoiphenyl)(methylsutf^ 

(S)-1-[(4<:hlorphenyl)(thien-2-yl)methyl]-3-[(3,5-difluorpheny!)(methylsulfonyl)-met^ 

1-Benzhydryl-3-[(ethylsulfonyl)(phenyl)methylen]azetidin, 

14Bis(4-chlorphenyl)methyl]-3T{{3-[N-(4-methyipiperazinyl)carbamoyl]phenyl}-(methyls 
azetidin, 

1-[Bis(4-chlorphenyl)methy!]-3-{[3-(2,2-dimethylcarbohydrazido)phenyi](methylsulfon 

14Bls(thlen-2-yl)methyl]-3-[(3,5-difluoiphenyl)(methylsulfonyl)methylen]azetidin. 

1-[Bis(p-tolyI)methyl]-3-[(methylsu!fonyl)(phenyl)methylen]azetldin, 

1-[(4-Chloiphenyl)(4-hydroxymethylphenyl)methyl]-3-[(3,5-difluoiphenyl){m 

1-[Bis(4-chlorphenyl)methyl]-3-[(3-methylaminophenyl)(methylsulfonyl)met^^^ 

(RS)-1-[(4-Chiorphenyl)(th}azol-2-yl)methyl^34(3,5-dlfluorphenyl)(methylsulfonyl)-^ 

(R)-1-[(4-Chlorplienyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorphenyI)(methylsulfpnyl)-meth 

(S)-1-[(4<:h!orphenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorphenyl){metliylsulfo 

1-[Bis(4-chlorplienyl)methy!]-3-[(metliylsulfonyI)(2-methoxycailDonyIthien-5-yl)-met^ 

1-[Bls(4-clilorphenyl)methyl]-3-liydroxy-3-[(methy!sulfonyl)(2-methoxycaitonylth^ 
din-(RS), 

1-[Bls(4-diloFphenyl)methyl]-3-[(2-/sobutylamlnocail3onyltliien-^^^ 

1-[Bis(4-chlorpheny!)methyl]-3-[(3-methoxycarbonylphenyl)(methylsulfonyl)methyl-(RS)]a2etld^ 
14Bis(4-chlorphenyl)methyl]-3-[{methylsulfonyl)(pyridin-4-yl)methyl-(RS)]azetldin-3-ol, 
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1- [Bis{4-chlorphenyl)methyl]-3-[(methylsulfonyl)(pyridln-3-yl)methyl-(RS)]a2eti^ 

3-({1-[Bls-(4H:hlorphenyl)methyI]azetldin-3-yIiden}-methansulfonyl-methyl)N-(3-m 

zamid, 

3-({1-[Bls-(4-chloiphenyl)methyl)a2etldln-3-yliden}-methansulfonyl-methyl)N-(3-dlme 
zamid, 

3-({1-[Bis-(4K:hIoiphenyl)methyl]a2etidln-3-yllden)-methansulfonyl-methyl)N-(2-pyiT^ 
mid, 

3-({1-[Bis-(4-chloiphenyl)methyl]azetidln-3-yllden)-methansulfonyl-methyl)N-(2-dimethylamino-1 -methyl 
ethyl) benzam id, 

3-({1-[Bis-(4-ch!orphenyI)methyl]a2etidin-3-yliden}-methansulfonyl-methyl)Npiperidin 

3-({1-[Bis-(4-chlorphenyI)methyl]azetidin-3-yliden}-methansulfonyl-methyl)N-isobutylbenzamid, 

3-({1-[Bls-(4-chlorphenyl)methyl]azetidin-3-yllden]-methansulfonyl-methyl)N-(3-im 
•mid. * 

'3-({1-[Bis-(4-chloiphenyl)methyllazetldin-3-yliden}-methansulfonyl-methyl)N-(2-dimethylamino-eth^^ 
mid. 

3-({1-[Bls-(4-<;hloiphenyl)methyI]azetidin-3-yliden}-methansulfonyl-methyl)benzoesaure-^ 

3-({1-[Bis-(4K:hloiphenyl)methyl]azetldin-3-yliden}-methansulfonyl-methyl)N-(2-morpholln-4-yl-ethyl)b 
mid, 

3-({1-[Bis-(4K5hlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)N-(1-ethylpyrro^ 
benzam id, 

3-({1-[Bls-(4K;hlorphenyl)methyl]azeticlin-3-yliden}-methansulfonyl-methyl)N-(2,2-dlmethyI-propyl)ben2amid,. 

3-({1-[Bis-(4K;hloiphenyl)methyl]azetidin-3-yiiden}-methansulfonyl-methyl)NKjyclohex^^ 

3-({14Bis-(4<hloiphenyl)methylJazetidin-3-yliden}-methansulfonyl-methyl)N-cyclopro^ 

3-({1-[Bis-(4<hlorphenyI)methyl]a2etidin-3-yliden}-methansulfonyl-metliyl)N-(2-methyl-butyl)benzaml^ 

3-({l-[Bis-(4-chiorphenyl)methyl]azetidin-3-yliden)-methansulfonyl-methyl)N-(2-phenyl-propyl)benzam 

3-({1-[Bis-(4K;hloiphenyl)metliyl]azetidln-3-yliden}-metliansulfonyl-methyl)N-(tetrah 
benzamid, 

3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyI-metliyl)N-(2,2*diphenyl-ethyl)^^ 

3- ({1-[Bis-(4K;hloiphenyl)metiiyl]azetldin-3-yllden}-methansulfonyl-methyl)N-(2-ethylbutyl)b^ 

4- {[3-{{1-[Bis-(4-chlorphenyl)methyQazetidin-3-yiiden}-methansulfonyl-methyI)-benzoylamino]methyl}-cy 
hexancarbonsSure-methylester. 

2- Amino-H4-[3-({1-[bis-(4K;hlorphenyl)methyl]azetidin-3-yiiden}-methansulfonylmethyi)pheny^^ 

1- yl}-ethanon, 

(2-{4-[3-({1-[Bis-(4-chloiphenyi)methyl]azetidin-3-yliden}-methansulfonyl-methyl)-phenyllpiperazin-1^ 

2- oxo-ethy l)carbam insau re-tert . -butylester, 
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1- {4-[3-({1-[Bis-(4<;hloiphenyI)methyl]azetidin-3-yiiden}-methansulfonyl-met^^^ 

2- methylamlno-ethanon, 

(244-[3-({1-[Bis-(4-chlorphenyI)methyI]azetldin"3-yliden}-methansulfonyl-methyO 

2- oxo-ethyl)N-methylcarbaminsaure-tert.-butyiester, 

4-[3-({1-[Bis-(4-chlorpheny!)methyl]azetidin-3-yliden}-methansulfonyl-methyl)phenylh 
saure-N-methylamid, 

4-[3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)phenyl]-pipe 
saure-N-methylamid, 

4-[3-({1-[Bis-(4-chlorphenyl)methyl]a2etldin-3-yliden}-methansulfonyl-methyl)phenyl]-pip 
saure-methylester, 

1-[3-({1-[Bis-(4-chlorphenyl)methyl]azelrdin-3-yliden}-methansutfdnyl-m 

1-[3-({1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yliden}-methansulfonyl-methyl)p 

4-Acetyl-1-[3-({1-[bis-(4-chlorphenyl)methyl]azetidin-3-yllden}-methansulfonylm 

1.{4-[3.({1-[Bis-(4K:hlorphenyl)methyl]a2etldln-3-yllden}-methan 
methylamino-ethanon , 

1-[3-({1-[Bis-(4-chiorpheny!)methyl]azetldin-3-yliden}-methansulfonyl-methyl)phenyl]-pi^^^ 

4-[3-({1-[Bls-(4-chlorphenyl)methyl]azetidin-3-yllden}-methansulfonyl-meth 
saure-tert.-butylester, 

1-[Bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluorphenyl)(methylsu!tony 

3- AcGtoxy-1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(3,5-difluprphenyl)(methylsulfonyl)m 
din, 

(RS)-4-[4-((4-Chlorpheny(){3-[(3,5-difluorphenyl)methansulfonyl-methylen]azetldin-1-yl)-^ 
pholin, 

4- (4-{3-[(1-Benzhydi7l-azetldin-3-yllden)methansulfonyl-methyl]phenoxy}butyl)-mor^ 
4-(443-[(1-Benzhydryl-a2etldin-3-yl»den)methansulfonyl-methyl]phenoxy}-propyl)-morpholin 
N-{1-[Bis(4K:hlorphenyl)methyl]a2etidin-3-ylHhien-2-yi-sulfonamid, 
N41-[Bis(4K:hlorphenyl)methyl]a2etidin-3-yI}-4-methoxyphenylsulfonamid, 
N-[4-(N-{1-[Bis(4-chIorphenyljmethyl]a2etldin-3-yl}sulfamoyl)phenyl]acet^^ 
N-{1-[Bjs(4-ch!orphenyl)methyl]a2etidin-3-yl}-4-methy!phenylsuIfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl)-3,4-dlmethoxyphenylsulfonamid, 
N41-[Bis(4-chlorphenyl)methyl]a2etidin-3-yl}-3-fluorphenylsulfonamid, 
N^1-[Bis(4-chloiphenyl)methyl]a2etldln-3-yl}-3,4-dichlorphenylsulfonami^ 
N-{1-[Bis(4-chloiphenyl)methyl]a2etidin-3-yl}-3-<;yanophenylsulfonamid, 
N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-2,5-dimethoxyphenylsulfonannid, 
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N-{1-[Bis(4K:hlorphenyl)methyl]a2etidin-3-yl}-3-tritluormethylphenylsultonam 

N-{1-[Bis(4K:hlorphenyl)methyl]a2etidln-3-yl}-naphth-2-yl-sulfonamid, 

N^1-[Bis(4K:hlorphenyl)methyl]a2etidin-3-yl}-naphth-1-yl-sulfonarnid, 

N-{1-[Bis{4<:hloiphenyl)methy!]azetldin-3-yl}-3,4-difluorphenylsulfonamid, 

N-{1 -[Bls(4-chlorphenyl)methyl]azetidin-3-yl}-1 -methyl-1 -H-jmida2ol-4-yl-sulfonamid, 

N-[4-(N-{1-[Bis(4-chloiphenyI)methyllazetldln-3-yl}sulfamoyl)-2-chlorphen^ 

N-{1-[Bls(4-chlorphenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]a2etldin-3-yl}-4-fluorphenylsulfonamld, 

N-{1-[Bis(4-chloiphenyl)methyl]a2etidin-3-yl}chinol-8-y!sblfonamid, 

N-{1-[Bls(4-ch!prphenyl)methyl]a2etidln-3-yl}phenylsulfonamid, 

N-{1-[Bls(4<:hlorphenyl)methyl]a2etidin-3-yl}-(phenylmethyI)sulfonamid, 

N-{1-[Bjs(4<hlorphenyl)methyI]azetidin-3-yl)-3,5-difluorpheny!sulfonam . 

N-{1-[Bis(4-chlorphenyl)rnethyl]a2etidin-3-yl}pyrid-2-ylsulfonamid, 

N^1-[Bls(4-chlOlphe^yOmethyl]a2etldln-3-yl}-(3-fluor-5-pyrrolidln-1-yl-phenyl)s 

N^1^[Bis(4<:hlorphenyl)methyl]a2etidin-3-yl}-N-methyl-4-fluorpheny!sutfonamid, 

N-{14Bis(4<:hlorphenyl)memyl]a2etidin-3-yl}-N-methyl-chinol-8-ylsulfonamid, 

N-{1-[Bis{4<:hlorphenyl)methyl]a2etidln-3-yl)-N-methyl-phenylsulfonarnid, 

N-{1-[Bis(4K5hloiphenyl)methyl]a2etldin-3-yI}-N-methyl-(phenylmethyl)sulfonamid, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-3-sulfamoylphenylsulfonam 

2-Benzensulfonyi-N-{1-[bis-(4-chlorphenyl)-methyl]-a2etidin-3-yl}-acetamid. 

N-{1-[Bis-(4-chlorphenyl)-rnethyl]-azetidin-3-yl}-2-(toluen-4-sulfonyl)-acetarnid, 

(3-Chlor-4-methylsulfonyl-thiophen-2-cailDoxy)-{1-[bls-(4-chlorphenyl)-methyl]-a2e^^ 

N-{1-[Bis-(4K;hlorphenyl)-methyl]-azetrdin-3-yl}-3-(2-phenyl-ethylensulfonyl)-propionamid 

N41-[Bis-(4-chlorphenyl)-methyl]-azetidin-3-yl}-4-methyisulfonyl-benzamld, 

N-{1-[Bis-(4HDhlorphenyl)-methyl]-azetidin-3-yl}-4-methansulfonyl-benzamid, 

(5-Methylsulfonyl-thiophen-2-carboxy)-{1-[bis-(4-chlorpheny()-methyl]-azetidin-3-yl)am 

(5-Methylsulfonyl-3-methy!-4-vinyl-thiophen-2K:aitoxy)-{1-[bls-(4-chlorphenyl)-methyl]-azetl^ 

(RS)-N-{1-[(4-Chlor-phenyl)-pyridin-3-yl-methyI]-a2etidln-3-yl}-3,5-difluorben 

(RS)-N^1-[(4-Chlor-phenyl)-pyrimidin-5-yI-methyll-a2etidin-3-yl)-3,5-difluorb^^^ 
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N^1-[Bis-(4-chlorphenyl)methyl]-a2etidin-3-yl}-N-(6-chlorpyrid-2-yl)^^ 

N-{1-[Bls-(4-chlorphenyl)methyl]azetidin-3-yl}-N-(6-ethylpyrid-2-yl)-methylsulto 

N-{1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yl}-N-chinol-6-yl-methyl-sulfonamid, 

N-{1-[Bis-(4-chlorphenyl)methyl]a2etidin-3-yl}-N-chinol-5-yl-methyl-suffonarnid, 

N^1-[Bis-(4-chlorphenyl)methyl]azetidin-3-yl)-N-isochinol-5-yl-methyl-sulfonamid, 

N-{1-[Bis-(4-chloiphenyl)methyl]azetidin-3-yl}-N-pyrid-3-yl-methyl-sulfo 

N-{1-[Bis-(4-chloiphenyI)methyl]azetidin-3-yl}-N-(1-oxid-pyrid-3-yI)-methylsuH^ 

N-(1R,2S.4S)-Blcyclo[2.2.1]hept-2-yl-N41-[bis-(4-chlO!phenyl)methyl]azetldin-3-yl^^ 

N-(1 R,2R.4S)-Bicyclo[2.2.1]hept-2-yl-N-{1-[bis-(4-chloiphenyl)methyllazet^^ 

N-{1-[Bis-{4-chlorphenyl)methyl]a2etldin-3-yl}-N-(3,5-difluorphenyl)-methylsulfonam 

N-{1-[Bis-(4K;hlorphenyl)methyl]azetldin-3-yl}-N-(thiazol-2-yl)-methylsulfonamid, 

N-{1-[Bis-(4-chlorphenyl)-methyl]-azetidin-3-yl}-N-(3-methoxyphenyl)-methylsutf 

N-{1-[Bls-(4-chlorphenyl)-methyl]-a2etidin-3-yl]-N-(3-hydroxyphenyl)-methylsulfonam 

N41-[Bis-(4K;hlorphenyl)-methyl]-a2etldin-3-yl}-N-(3-hydroxymethyl-phenyl)-m 

N^1-[Bls-(4-chlorphenyl)-mGthyl]-azetldin-3-yl}-N-(mGthylsulfonyl)-3-aminobenzoesaur^^ 

N-{1-[Bis-(4K:hlorphenyl)methyl]azetldin-3-yl}-N-(1-isobutyl-piperid-^^^^ 

N-Benzyl-N-{1-[l3is(4-chIorphenyl)methyl]azetidin-3-yl}-amin, 

N-{1-[Bis(4-chlorphenyl)methyl]azetidin-3-yl}-N-(3,5-difluorbenzyI)amin, 

N-{1-[Bls(4-chlorphenyl)memyl]a2eVdin-3-yl}-N-(3,5-dlfluorbenzyl)methy^^^ 

N-{1-[Bis(4-chlorphenyl)memyl]azetidin-3-yl}-N-{pyrid-3-yl-methyt)-methylsuIfonam 

N^1-[Bls-(44luor-phenyl)-methyll-azetidin-3-yl]-N-(3,5-dlfluorphenyl)mem 

(RS)-N-{1-[(4-Chlorphenyl)-pyrid-3-yl-methyl]-azetidln-3-yl}-N-{3,5-dlfluoipheny 

(R)-N-{1-[(4-Chlorphenyl)-pyrid-3-yl-methyl]-azetidin-3-yl}-N-(3.5-difluorpheny!)-me^ 

(S)-N-{1-[(4-Chloiphenyl)-pyrid-3-yI-methyl]-azetidin-3-yl)-N-(3,5-difiuorphenyl)-meth 

(RS)-N-{1-[(4-Chlorphenyl)-pyrid-4-yl-methyl]-azetidin-3-yl}-N-(3,5-dlfluofphenyl)-me - 

(R)-N-{1-[(4-Chlorphenyl)-pyrid-4-yi-methyl]-a2etldin-3-yl}-N-(3,5-difluorphenyl)-m 

(S)-N^1-[(4-Chloiphenyl)-pyrid-4-yI-methyO-a2etidin-3-yl}-N-(3,5-difluorphenyl)-^ 

(RS)-N-{1-[(4-Chlorphenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl}-N-(3,5-difIuorphenyO^ 

(R)-N-{1-[(4-Chlorphenyl)-pyrimidin-5-yl"methyl]-azetidin-3-yl}-N-(3.5-difluorphenyl)^ 
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(S)-N-{1-[(4-Chlorphenyl)-pyrimidin-5-yl-memyI]-a2etldin-3-yl)-N-(3,5-dlfluo.n^ 
N-{1-[Bis-(4-chlorphenyl)methyl]a2etldin-3-yl)-N-(3,5-dlfluorphenyl)-ben 
ihren optischen Isomeren und ihren pharmazeutlsch annehmbaren Satzen. 

9. Pharmazeutische Zusammensetzung gemaB Anspruch 7, fur die die Verbindung der Formel (I) ausgewahit ist 
unter den folgenden Verbindungen: 

1-[Bls(4-chlorphenyl)methyl]-3-[(3,5-difluoiphenyl){methylsuHonyl)methy!-(RSM 

3-Acetoxy-1-[bls-(4<hlorphenyl)methyl]-3-[(3.5-difluorphenyl)(methylsulfonyl)methyl^ 
thyl-(RS)]azetidin, 

1-[Bis(4-chlorphenyl)methyl]-3-[(3,5-difluoiphenyl)(methylsultonyl)me^^^^ 
ihren optischen Isomeren und Ihren phannazeutisch annehmbaren Salzen. 

10. Phamriazeutische Zusammensetzung gemaB Anspruch 6, worin der CB1 -Antagonist SR141716, seine Hydrate 
und seine phannazeutisch annehmbaren Saize Oder LY3201 35 und seine phannazeutisch annehmbaren Saize ist. 

1 1 . Phannazeutische Zusammensetzung gemaB einem der Anspruche 6 bis 1 0 fur eine glelchzeitlge, getrennte Oder 
zeitlich gestaffelte Anwendung. 

12. Phamnazeutlsche Zusammensetzung gemaB einem der Anspruche 6 bis 11 , die 0,5 bis 10 mg Sibutramin und 0,1 
bis 200 mg des CB1 -Antagonisten enthalt. 



1 . Combination of a CB1 receptor antagonist and of sibutramine, its hydrate or one of its phannaceutlcally acceptable 
salts. 

2. Combination according to Claim 1 , for which the CB1 receptor antagonist is a compound of fonnula: 



Claims 



R3 




N 



(0 



R 



In which 

either R represents a chain (A) or (B) and 






or 




(B) 
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represents a methyl or ethyl radical. 
R2 represents either an aromatic, chosen from phenyl, naphthyl or indenyl, these aromatics being unsubstituted 
or substituted by one or more halogen, alkyi, alkoxy -CO-alk, hydroxy!, -COOR5, formyl, trlfluoromethyl, trlfluor- 
omethylsulphanyl, trifluoromethoxy, nitro, -NRgRy. -CO-NH-NRgR^, -N{alk)C00R8, cyano, -CONHR9, 
-CO-NRi6^i7» alkylsulphanyl, hydroxyalkyi, -0-alk-NR^2^i3 alkylthioalkyi, or a heteroaromatic chosen from the 
benzofuryl, benzothlazolyl, benzothlenyl, benzoxazolyl, chromanyl, 2,3-dlhydrobenzofuryl, 2,3-dlhydrobenzoth- 
ienyl, indolinyl, indolyl, isochromanyl, isoquinolyl, pyridyl, quinolyl, 1,2,3,4-tetrahydroisoquinolyl, 1 ,2,3,4-tetrahyd- 
roquinolyl, thiazolyl or thienyl rings, it being possible for these heteroaromatics to be unsubstituted or substituted 
by a halogen, alkyI, alkoxy, -COOR5, trlfluoromethyl, trifluoromethylsulphanyl, trifluoromethoxy, nitro, -NRgRy, 
-CO-NH-NRgRy, cyano, -CONHR9, alkylsulphanyl, hydroxyalkyi or alkylthioalkyi, 

R3 and R4, which are Identical or different, represent either an aromatic chosen from phenyl, naphthyl or Indenyl, 
these aromatics being unsubstituted or substituted by one or more halogen, alkyl, alkoxy, formyl, hydroxyl, trlfluor- 
omethyl, trifluoromethoxy -CO-alk. cyano, -COOR5, -CONR10R11. -CO-NH-NRgRj, alkylsulphanyl, hydroxyalkyi, 
-alk-NRgRy or alkylthioalkyi, or a heteroaromatic chosen from the benzofuryl, benzothlazolyl, benzothlenyl, ben- 
zoxazolyl, chromanyl, 2,3-dihydrobenzofuryl, 2,3-dihydrobenzothienyl. furyl, Isochromanyl, isoquinolyl, pyrrolyl, 
quinolyl, 1 ,2,3,4-tetrahydroisoquinolyl, thiazolyl or thienyl rings, it being possible for these heteroarornatics to be 
unsubstituted or substituted by a halogen, alkyl, alkoxy, hydroxyl, trifluoromethyl, trifluoromethoxy, cyano, -COOR5, 
-CO-NH-NRgRy, -CONR^o^H' -alk-NRgRy, alkylsulphanyl, hydroxyalkyi or alkylthioalkyh 
R5 is an alkyl radical or a phenyl radical optionally substituted by one or more halogen atoms, 
Rg and Ry, which are identical or different, represent a hydrogen atom or an alkyl, -COOalk, cycloalkyi, alkylcy- 
cloalkyl, -aIk-0-alk or hydroxyalkyi radical or else Rg and R7 form, together with the nitrogen atom to which they 
are attached, a saturated or unsaturated and mono- or bicyclic heterocycle having 3 to 1 0 ring members optionally 
comprising another heteroatom chosen from oxygen, sulphur and nitrogen and optionally being substituted by one 
or more alkyl, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, -CO-alk-NR^4Ri5, 0x0, hydroxyalkyi, -alk-O-alk or 
-CO-NH2 radicals, . • 
Rg represents an alkyl radical, 

R9 represents a hydrogen atom or a radical of the type alkyl or alkyl substituted by dialkylamino, phenyl, cycloalkyi 
(optionally substituted by -COOalk) or a saturated or unsaturated and mono- or bicyclic heterocycle having 3 to 
10 ring members optionally comprising one or more heteroatoms chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl radicals, 

R^o and R^^, which are identteal or different, represent a hydrogen atom or an alkyl radical or else R^q and R^^ 
form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 

optionally being substituted by an alkyl radical, 

R,2 and R^g, which are identical or different, represent a hydrogen atom or an alkyl or cycloalkyi radical or else 
R^2 Ri3 form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic het- 
erocycle having 3 to 1 0 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and 
nitrogen and optionally being substituted by an alkyl, -COalk, -COOalk, -CO-NHalk, -CS-NHalk or-c6-alk-NR-,4Ri5 
radical or a saturated mono- or bicyclic heterocycle having 3 to 10 ring members and comprising a heteroatom 
chosen from oxygen, sulphur and nitrogen, 

Ri4 and R^g, which are identical or different, represent a hydrogen atom or an alkyl or -COOalk radical, 
R^e and R^y form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic het- 
erocycle having 3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and 

nitrogen, 

R' represents a hydrogen atom or a -CO-alk radical, 

or R represents a CHR^q radical and 

R,8 represents an -NHCOR19 or -N(R2o)-Y-R2i radical, 

YisCOorSOg, 

R4 and R3, which are identical or different, represent either an aromatic chosen from phenyl, naphthyl and indenyl, 
these aromatics being unsubstituted or substituted by one or more halogen, alkyl, alkoxy, formyl, hydroxyl, trifluor- 
omethyl, trifluoromethoxy, -CO-alk, cyano, - COOH, -COOalk, -CONR22R23. -CO-NH-NR24R25, alkylsulphanyl, 
alkylsulphinyl, alkylsulphonyl, alkylsulphanylalkyl, alkylsulphinylalkyi, alkylsulphonylalkyi, hydroxyalkyi or 
-alk-NH22R23i ora heteroaromatic chosen from the benzofuryl, benzothiazolyl, benzothlenyl, benzoxazolyl, chrom- 
anyl, 2,3-dihydrobenzofury!, 2,3-dihydrobenzothienyl, pyrimidinyl, furyl, Imidazolyl, Isochromanyl, isoquinolyl, pyr- 
rolyl, pyridyl, quinolyl, 1 ,2,3,4-tetrahydroisoquinolyl, thiazolyl and thienyl rings, it being possible for these heter- 
oaromatics to be unsubstitutedorsubstitutedby a halogen, alkyl, alkoxy, hydroxyl, trifluoromethyl, trifluoromethoxy, 
cyano, -COOH, -COOalk, -CO-NH-NR24R25, -CONR22R23, -alk-NR24R25, alkylsulphanyl, alkylsulphinyl, alkyl- 
sulphonyl, alkylsulphanylalkyl, alkylsulphinylalkyi, alkylsulphonylalkyi or hydroxyalkyi, 
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Ri9 represents an -alk-S02-R26 radteal. an -alk-S02-CH=CH-R26 radical, a Het^ radical substituted by -SO2-R26 
or a phenyl radical substituted by -SO2-R26 or -alk-S02-R26. 
R20 represents a hydrogen atom or an alkyi radical, 
R21 represents a phenylalkyi, Het^ orAr^ radical, 

R22 and R23, which are Identical or different, represent a hydrogen atom or an alkyI radical or else R22 and R23 
fomn, together with the nitrogen atom to whteh they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur- and nitrogen and 
optionally being substituted by one or more alkyi, 

R24 and R25, which are Identical or different, represent a hydrogen atom or an alkyI, -COOalk, cycloalkyi, alkylcy- 
cloalkyl, -alk-O-alk or hydroxyalkyi radical or else R24 and Rgg fomn, together with the nitrogen atom to which they 
are attached, a saturated or unsaturated mono- or bicyclic heterocycle having 3 to 10 ring members optionally 
comprising another heteroatom chosen from oxygen, sulphur and nitrogen and optionally being substituted by one 
or more alkyi, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, 0x0, hydroxyalkyi. -alk-O-alk or -CO-NHg, 
R26 represents an alkyI, Ar^ or Het^ radical, 

Ar^ represents a phenyl, naphthyl or indenyl radical, these radicals optionally being substituted by one or more 
halogen, alkyI, alkoxy, cyano, -CO-aik, -COOH. -COOalk, -CONRgyRgs. -CO-NH-NR29R30. alkyisulphanyl, alkyl- 
sulphinyl, aii<yisulphonyl, -alk-NR29R3o, -NR29R30. alkylthioaikyi, formyl. hydroxyl. hydroxyalkyi. Het, -O-alk-NH- 
cycloalkyl, OCF3, CF3, -NH-CO-alk. -SOgNHa, -NH-COCH3, -NH-COOalk or Het or else on 2 adjacent carbon 
atoms by dioxymethylene, 

Het^ represents an unsaturated or saturated mono- or bicyclic heterocycle having 3 to 1 0 ring members and com- 
prising one or more heteroatoms chosen from oxygen, sulphur and nitrogen which is optionally substituted by one 
or more alkyl. alkoxy, vinyl, halogen, alkoxycarbonyl, 0x0, hydroxyl, OCF3 or CR3, the nitrogenous heterocycles 
optionally being in their N-oxidlzed form, 

R27 and R23, which are identical or different, represent a hydrogen atom or an. alkyl radical or else Rgy and Rgg 
form,. together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl radicals, 

R29 and R3Q, which are identical or different, represent a hydrogen atom or an alkyl, -COOalk, cycloalkyi, alkylcy- 
cloalkyl, -alk-O-alk or hydroxyalkyi radical or else Rgg and R30 form, together with the nitrogen atom to which they 
are attached, a saturated or unsaturated mono- or bicyclic heterocycle having 3 to 10 ring members optionally 
comprising another heteroatom chosen from oxygen, sulphur and nitrogen and optionally being substituted by one 
or more alkyl, -COalk, -COOalk, -CO-NHalk, -CS-NHalk, 0x0, hydroxyalkyi, -alk-O-alk or -CO-NHg radicals, 
or R represents CHR3^ and 

R3^ represents an -N(R32)R33, -N(R32)-CO-R33 or -N{R32)-S02R34 radical, 

R4 and R3, which are identical or different, represent either an aromatic chosen from phenyl, naphthyl and indenyl, 
these aromatics being unsubstituted or substituted by one or more halogen, alkyl, alkoxy, formyl, hydroxyl, trifluor- 
omethyl, trifluoromethoxy, -CO-alk, cyano, - COOH, COOalk, -CONR22R23, -CO-NH-NR24R25, alkyisulphanyl, 
alkylsulphinyl, alkylsulphonyl, alkylsulphanylalkyi, alkylsulphinylalkyi, alkylsulphonylalkyi, hydroxyalkyi or 
-alk-NRyRg, or a heteroaromatic chosen from the benzofuryl, benzothlazolyl, benzothienyi, benzoxazolyl, chrom- 
anyl, 2,3-dihydrobenzofuryl, 2,3-dihydrobenzothtenyl, furyl, imidazolyl, isochromanyl, isoquinolyl, pyrrolyt, pyridyl, 
pyrimidyl, quinolyl, 1 ,2,3,4-tetrahydroisoquinolyl, thiazolyl and thienyl rings, it being possible for these heteroaro- 
matlcs to be unsubstituted or substituted by a halogen, alkyl, alkoxy, hydroxyl, trifluoromethyl, trifluoromethoxy," 
cyano, -COOH, -COOalk, -CO-NH-NR24R25r -CONR22R23, -alk-NR24R25. alkyisulphanyl, alkylsulphinyl, alkyl- 
sulphonyl, alkylsulphanylalkyi, alkylsulphinylalkyi, alkylsulphonylalkyi or hydroxyalkyi, 
R32 represents a -C(R35)(R3e)-Het2, -Hetg, -C(R35)(R36)-Ar2, Arg. cycloalkyi or nortomyl radical, 
R33 represents a hydrogen atom or a hydroxyalkyi, -alk-COOalk, -alk-CONR22R23. -alk-NR22R23. alkoxy, Ar2. Het2, - 
-CHgArg, -CH2Het2 or alkyl radical, the latter optionally substituted by one or more halogen, 
R34 represents a hydroxyalkyi. -alk-COOalk, -alk-C0NR22R23. -alk-NR22R23» alkoxy, Ar2, Hei^, :CH2Ar2, -CHaHetg 
or alkyl radical, the latter optionally substituted by one or more halogen, 

R35 represents a hydrogen atom or a hydroxyalkyi, -atk-COOalk, -alk-C0NR22R23, -alk-NR22R23. alkoxyalkyi, Arg. 
Hetg, -CHgArg, -CHgHetg or alkyl radical, the latter optionally substituted by one or more halogen, 
R36 represents a hydrogen atom or a hydroxyalkyi, -alk-COOalk, -alk-CONR22R23, -alk-NR22R23. alkoxyalkyi or 
alkyl radical, the latter optionally substituted by one or more halogen. 

or else R35 and R36 form, together with the carbon atom to which they are attached, a saturated mono- or bicyclic 
ring having 3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and 
nitrogen and optionally being substituted by one or more alkyl, 

Ar2 represents a phenyl, naphthyl or indenyl radical, these various radicals optionally being substituted by one or 
more halogen, alkyl, alkoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR37R38, -CO-NH-R39R40, alkyisulphanyl. 
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alkylsulphinyl, alkyisulphonyl, -alk-NR39R4o, -NR39R40, alkylthioalkyl. formyl, CF3, OCF3, Het, -O-alk-NH-cy- 
cloalkyl, SO2NH2, hydroxyl, hydroxyalkyl, -NHCOalk or NHCOOalk or on 2 adjacent carbon atoms by dioxymeth- 
ylene, 

Hetg represents an unsaturated or saturated mono- or bicyclic heterocycle having 3 to 1 0 ring members and com- 
prising one or more heteroatoms chosen from oxygen, sulphur and nitrogen which is optionally substituted by one 
or more alkyl, alkoxy, halogen, alkoxycarbonyl, 0x0 or hydroxyl, the nitrogenous heterocycles optionally being in 

their N-oxidized form, 

R37 and R33, which are identical or different, represent a hydrogen atom or an alkyl radical or else R37 and R38 
foma, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl, 

R39 and R40, which are identical or different, represent a hydrogen atom or an alkyl radical or else Rgg and R4.Q 
form, together with the nitrogen atom to which they are attached, a saturated mono- or bicyclic heterocycle having 
3 to 10 ring members optionally comprising another heteroatom chosen from oxygen, sulphur and nitrogen and 
optionally being substituted by one or more alkyl, 
alk represents an alkyl or alkylene radical, 

the alkyl and alkylene radicals and portions and the alkoxy radicals and portions have straight or branched chains 

and comprise 1 to 6 carbon atoms and the cycloalkyi radicals comprise 3 to 10 carbon atoms, 

the optical Isomers of these compounds and their phamiaceutteally acceptable salts with an Inorganic or organic 

acid. 

Combination according to Claim 2, for which the compound of fonnula (1) Is chosen from the following compounds: 

1-benzhydryl-3-[(methylsulphonyl)(phenyl)-methylene]a2etidine, 

1-benzhydryl-3-[{3-methylphenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3-chlorophenyl)(methylsulphonyl)-methylene)azetidine, 

1-benzhydryl-3-[(3,5-dichlorophenyl)(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(2,5-dichlorophenyl)(methylsulphonyl)methylene]a2etldine, 

1-benzhydryl-3-[(2,3-dichlorophenyl)(methylsulphonyl)methylene]a2etidine, 

1-benzhydryl-3-[(3-fluorophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-bromophenyl)(methylsulphonyl)-methylene]a2etidine, 

1-benzhydryl-3-[(3-iodophenyl)(methylsulphonyl)-methylene]azetidine, 

1-benzhydryl-3-[(methylsulphonyl)(3-trifluoromethoxyphenyl)methylene]a2etidine, 

1-benzhydryl-3-[(methylsulphonyl)(3-trifluoromethylphenyl)methylene]azetldine, 

1-benzhydryl-3-{[3,5-bis(trlfluoromethyl)phenyl]-(methylsulphonyl)methylene}azetidlne, 

1-benzhydryl-3-[(3,5-dibromophenyl)(methylsulphonyl)methylene]azetidine, 

1 -benzhydryl-3-[(3-methoxycarbonylphenyl)-(methylsulphonyl)methylenelazetidine, 

1 -benzhydryl-3-[(3-cyanophenyl)(methylsulphonyl)-methylene]a2etidine, 

1-benzhydryl-3-[{3-carbamoylphenyl)(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(methylsulphonyl)(naphth-1-yl)(methylsulphonyl)nr)ethylene]a2etidine, 

1'[bis(4-chlorophenyl)methyl]-3-t(3,5-difluorophenyl)(methylsulphonyl)methylene]azetldine, 

1-[bis(4-methoxyphenyl)methyl]"3-[(3,5-difluorophenyl)(methylsulphonyl)methylenelazetidine, 

1-[bis(4-methylphenyi)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 

(RS)-3-[(3.5-difluorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-a2etidine, 

(R)*3-[(3,6-dlfluorophenyl)(methylsulphonyl)-methylene]-1-[{4-methoxyphenyl)(phenyl)methyl]-^ 

(S)-3-[(3,5-difluorophenyl)(methy!sulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-azetidine, 

1-[bis(4-trifluoromethoxyphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]-azetidlne, 

1-[bis(4-trifluoromethylphenyl)methyl]-3-[(3,5-difluorophenyl){methylsulphonyl)methylene]a2etidine, 

1-[bis(4-chlorophenyl)methyl]-3-{[3,5-bis(trifluoromethyl)phenyl](methylsulphonyl)-methylene]a2etidine, 

(R.S)-1-[(4-chlorophenyl)(2,4-dichlorophenyl)-methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)-methyte^^^ 

azetidine, 

(R)-1-[(4-chlorophenyl)(2,4-dichlorophenyl)-methyl]-3-[(3,5-dlfluorophenyl)(methylsulphonyl)-methylene] 
azetidine, 

(S)r1-[(4<hlorophenyl)(2,4-dichlorophenyl)-methyl]-3-[(3,5-difluorophenyl)(methylsulphbnyl)-methylene] 
tidine, 

(RS)-1-{(4-chlorophenyl)[4-(hydroxymethyl)-phenyl]methyl}-3-[(3,5<lifluorophenyl)-(methylsulphonyl^^ 
ene]azetidlne, 
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(R)«1-{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]-methyl)-3-[(3,5-difluoroph 
enejazetidine, 

(S)-1-{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]-methyI}-3-[(3,5-difIuorophenyl)(me 
ene]azetidine, 

(RS)-H(4-chlorophenyl)[4-(pyrrolidylmethyl)-phenyl]methyl}-34(3,5-difluorophenyl)-(methy 

ylene]azetidine, 

(R)-1M(4-chlorophenyl)[4-{pyrrolidylmethyl)-phenyl]methyl}-3-[{3,5-dlfluorophenyO 
ene]azetidine, 

(S)-1-{{4<:hlorophenyl)[4-(pyrrolidylmethy()-phenyl]methyl}-3-[(3,5-difluorophenyl)-(m 
enejazetidine, 

1-{(RS)-(4-chlorophenyI)[4-(3,3-dimethylpiperidln-1-ylmethyl)phenyl]methyl}-^^^ 
sulphonyl)methylene]azetldine, 

1-{(R)-(4-chlorophenyl)[4~(3,3-dimethylpiperidln-1-yImethyl)phenyI]methyl}-3<(3,^ 
sulphonyl)methylene]azetidine, 

14(S)-(4-chlorophenyl)[4-{3,3-dimethylpiperidin-1-ylmethyl0phenyl]methyl}-3^ 
sulphonyl)methylene]azBtidine, 

1-{(RS)-(4-chlorophenyl)[4-(thiomorpholin-4-ylmethyl)phenyl]methy!}-3-[(3,5-difl^ 
ny[)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(thlomorpholin-4-ylmethyl)phenyl]methyl}>^ 
methylene]azetldine, " ' 

1-{(S)-(4-chlorophenyl)[4-(thiomoipholin-4-ylmethyl)phenyl)methyl}-3-[(3,5<Jifl^ 
methylenelazetldlne, 

1-{(RS)-(4-chlorophenyl)[4-(N-ethyl-NK:yclohexylaminomethyl)phenyl)methyl}-3^ 
ylsulphonyl)methylene]-a2etidine, 

1-{(R)-(4-chlorophenyl)[4-(N-ethyl-NK:yclohexylamlnomethyl)phenyl]methyl)-^^^ 
sulphonyl)methylene]-azetidine, 

1-{(S)-(4-chlorophenyl)[4-(N-ethy!-N-cyclohexyIaminomethyl)phenyl]methyl} 
su(phonyl)methylene]-azetidlne, 

1-{{(RS)-{4-chlorophenyl){4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyI}methyl}}-3-[p 
(methylsulphonyl)methylene]-azetidine, 

1M{{R)-(4-chlorophenyl){4-[{4-ethoxycarbonylpiperazinyl)methyl]phenyl}methy(}}-34(3,5-dm 
(methylsulphonyl)-methylene]azetidine, 

1H{(S)-(4-ch!orophenyI){4-[(4-ethoxycarbonylpiperazinyl)methy(]phenyI}methyl)}^^^^ 
(methylsulphonyl)-methylene]azetidine, 

14(RS)-{4-chlorophenyl)[4-(N-cyclopropyl-N-propylamlnomethyl)phenyl]methyl}-3-^^^^ 
(methylsulphonyl)methylene]-azetidlne, 

1M(R)-(4-chlorophenyl)t4-(N<7clopropy!-N-propylamlnomethyl)phenyl]methyI}-3-[(3,5-^ 
ylsulphonyOmethyleneJ-azetldine, 

1-{(S)-(4-chlorophenyl)[4-(N<;yclopropyl-N-propylaminomethyl)phenyI]methyl}-3-[(3,5-djf^^^ 
ylsulphonyl)methylene]-azetidine, 

1-{(RS)-(4-chlorophenyl)[4-{dllsopropylaminomethyl)phenyl]methyl}-3-[(3,5-difluorophe 
nyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(diisopropylaminome%!)phenynmethyl}-3-[(3,5-difl 
methylenej-azetidine, 

1-{(S)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenynmethyl}-3^(3,5-difluoro^ 
methylenejazetidine, 

1-{{(RS)-(4-chlorophenyl){4-[bis(2-methoxyethyl)-aminomethyI]phenyl}methyl)}-3-^ 
ylsulphonyl)methylene]-azetjdlne, 

1-{{(R)-(4-chlorophenyl){4-[bis(2-methoxyethyl)-aminomethyl]phenyl}methyl)}-3-[(3,5rd 
ylsulphonyi)methylene]-azetidjne, 

1-{{(S)-(4-chlorophenyl){4-[bis(2-methoxyethyl)-amjnomethyl]phenyl}methyl}}-3-[(^ 
sulphonyI)methylene]-a2etidine, 

1-{(RS)-(4-chlorophenyl)[4-[di-n-propylaminomethyI)phenyqmethyl}-3-^^^ 

methylenejazetidine, 

1-{(R)-(4-chIorophenyj)[4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5-di^ 
methylenejazelidine, 

1H(S)-(4-chlorophen-yi)(4-(di-n-propylaminomethyl)phenyl]methyl}-3-[(3,5-difluorophenyO 
methylenej-azetidine, 
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1-{(RS)-(4-chlorophenyI)[4-(piperidin-1-ylmethyl)-phenyl]methyl}-3-[(3,5-d 
methylene]a2etidine. , 

1-{(R)-(4-chlorophenyl)[4-(piperldin-1-ylmethyl)-phenyl]methyl}-3-[(3,5-difluorophen^ 
methylenejazetidine, 

14(S)-(4-chlorophenyl)[4-(piperidin-1-ylm©thyl)-pheny!]methyl]-3-[(3,5-difluorophenyO 
methylenelazetidine, 

1-{(RS)-{4-chlorophenyl)[4-(4-methylpiperazin-1-ylmethyl)phenyl]methyl)-3-[(35^ 
sulphonyl)methylene]a2etidine, 

1-{{R)-(4-ch!orophenyl)[4-(4-methylpiperazin-1-ylmethyl)phenyl]methyl}-3-[^^ 
sulphonyl)methylene]azetidine,' 

1-{(S)-(4-chlorophenyl)[4-(4-methylplpera2in-1-ylmethyl)phenyl]methyl}-3^(3,5-difluorophe 
sulphonyl)methylene]a2etidine, 

14(RS)-(4-chlorophenyl)[4-(morpholin-4-ylmethyl)phenyl]methyl}-3-[(3,5-difluorophenyl)-(^ 
methylene]azetldine, 

1M(R)-(4-chlorophenyl)[4-(morpholin-4-ylmethyl)-phenyl]methyl}-3-[(3,5-dlfluorophenyO 
methylenelazetidine, 

14(S)-(4-ch!orophenyl)[4-(morpholin-4-ylmethyl)-phenyl]methyl}-3-[(3;5-difluorophenyl)-^ 

methylenelazetidine, 

1-{(RS)-(4-chlorophenyl)[4-(dlethylamlnomethyl)-phenyOmethyl}-3-[(3,6-difluorophenyl)(m 
methylenelazetidine, 

1-{(R)-(4-chlorophenyI)[4-(diethylaminomethyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)(methylsul^ 
methylenelazetidine, 

1-{(S)-(4-chlorophenyl)[4-(diethylaminomethyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)(methylsulphonyl) 
methylenelazetidine, 

1*{(RS)-(4-chlorophenyl)[4-(pipera2in-2-oxo-4-ylmethyl)phenyl]methyl}-3-[(3,5-difluorophenyI)(methyl- 
sulphonyl)methylene]-azetidine, 

1-{(R)-(4-chlorophenyl)[4-(pipera2in-2-oxo-4-ylmethyl)phenyllmethyl}-3-[(3,5-difluorophenyl)(met 
nyl)methylene]-azetidlne, 

1-{{S)-(4-chlorophenyl)[4-(piperazin-2-oxo-4-ylmethyl)phenyllmethyl}-3-[{3,5-difluorophenyl)(methylsulpho- 
nyl)methylene]-azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(imida20l-1-ylmethyl)-phenyllmethyi}-3-[(3,5-difluorophenyl)(methylsulphonyl) 
methylenelazetidine, 

1-{(R)-(4-chlorophenyl)[4-(imida2ol-1-ylmethyl)-phenyllmethyl}-3-[{3,5-dlfluorophenyl)(methylsulphonyO 
methylenelazetidine, 

1-{(S)-(4-chlorophenyl)[4-(imidazol-1-ylmethyI)-phenyllmethyl}-3-[(3,5-difluorophenyl)(methylsulphonyl) 
methylenelazetidine, 

(RS)-H{4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)pheny!]methyl}-3-I(3,5-difluorophenyl)(methylsulphony^ 
methylenel-azetidlne, 

(R)-1-{{4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)phenyllmethyl}-3^(3,5-dlfluorophenyl)(methyls^ 

methylenel-azetidine, 

(S)-1-{(4-chlorophenyl)[4-(N,N-dimethyteaitamoyl)phenyl]methyl}-3^(3,5-difluorophenyl)(methylsulphony^ 
methylenel-azetidine, 

(RS)-1-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyllmethyl}-3-[(3,5-drfluorophenyl)(methylsulphonyl)m 

yienej-azetidine, 

(R)-1-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyllmethyl}-3-[(3,5-difluorophenyI)(methylsulphonyl)methyl- 
enel-azetidine, 

(S)-1 -{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyllmethyl}-3-[(3,5-difluorophenyl)(methylsulphonyl)methyl- 
ene]-azetidine, 

(RS)-1-[(4-carbamoylphenyl)(4-chlorophenyl)methyll-3-[{3.5-dlfluorophenyl)-(methylsulphoriyl)methylene] 
azetidine, 

(R)-1-[(4-cail3amoylphenyl)(4-ch!orophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylenel^ 
tidine, 

(S)-1 -[(4-carbamoylphenyl)(4-chlorophenyl)methyll-3-[(3,6-difiuorophenyl)(methylsulphonyl)-methylenela2e- 

tidine, 

1-[bis(4-chlorophenyl)methyl]-3-[(3,5-dichlorophenyl)(methylsulphonyl)methylene]azetldine, 
1-ben2hydryl-3-[(3-methylsulphanylphenyl)(methylsulphonyl)methylene]a2etidine, 
1-benzhydryl-3-[(3-methylsulphanylmethylphenyl)-(methylsulphonyl)methylenelazetidine, 
1-[bis(4-chlorophenyl)methyll-3-[(3-cyanophenyl)-(methylsulphonyl)methylenela2etldine, 
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1-[bis(4-chlorophenyl)methyl]-3-[{3-cailDamoylphenyl)(methylsulphonyl)methyte 

1-[bjs(4<;hlorophenyl)methyl]-3-[(3-methoxyphenyl)(methylsulphonyl)methylene]-azetid 

1-[bls(4<Jhlorophenyl)methyl]-3-[(3-hydroxyphenyI)(methylsulphonyl)methylene]azetid 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsulphonyl)(3-pyrrolidinylphenyl)-meth^ 

1-[bis(4K:hlorophenyl)methyl]-3-[(3-hydroxymethylphenyl)(methylsulphonyl)methylene]a2 

1-[bis(4<:hlorophenyl)methyl]-3-{(methylsulphonyI)[3-(N-piperidylcaitamoyl)-phenyl]m 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsulphonyl)(34rrfluoromethylsulphanylphe 

methylene]azetidine, 

1-[bis(4-fluorophenyl)methyl]-3-[(3,5-dlfluorophenyl)(methylsulphonyl)-methylene]aze^ 

1-[bis(2-fluorophenyl)methyl]'3-[(3,5-difIuorophenyl)(methylsulphonyl)methylene]-a2etldine 

1-[bis(3-fluorophenyl)methyl]-3-[(3,5<lifluorophenyl)(methylsulphonyl)methylene]-a2etidine, 

(RS)-1-[(4<hlorophenyl)(thiazol-2-yl)methyl]-3-[(methylsulphonyl)(phenyl)methylene]a2etidin 

(R)-1-[(4-chlorophenyl)(thia2o!-2-yI)methyl]-3-[(methylsulphonyl)(phenyl)methylene]a2et^ 

(S)-1-[(4-chlorophenyl)(thia2ol-2-yl)methyl]-3-[(methylsulphonyl)(phenyl)methylene]^^ 

(RS)-1-[(4K:hlorophenyl)(thien-2-y!)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methyle 

(R)-1-[(4-chlorophenyl)(thlen-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene] 

(S)-1-[(4<hlorophenyl)(thien-2-yl)methyl]-3-[(3,5-difiuorophenyl)(methylsulphonyl)m 

1-benzhydryl-3-[(ethylsulphonyl)(phenyl)-methylene]azetidine, 

1-[bis(4-chlorophenyl)methyl]-3-{{3-[N-(4-methylpiperazinyl)carbamoyl]phenyl}(m l)methylene) 
azetidine, 

1-[bls(4-chlorophenyl)methyl]-3-{[3-(2,2-dimelhylcarbohydra2ido)phenyl](methylsulphonyl)-^ 
dine, 

14bis(thien-2-yl)methyl]-3-[(3,5-difluorophenyl)-(methylsulphonyl)methylene]a2etidine, 
1-[bis(p-tolyl)methyl]-3-[(methylsulphonyl)-(phenyl)methylene]a2etidine, 
1-[(4-chlorophenyI)(4-hydroxymethylphenyl)methyl]-3^{3,5-difluorophenyl)(methylsulphony 
azetidine, 

1-[bis(4-chlorophenyl)mcthyl]-3:[(3-methylaminophenyO(methylsulphonyl)meth 

(RS)-1-[(4-chlorophenyl)(thia2ol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methy(sulphonyl)m 

(R)-1-[(4-chlorophenyl)(thia2ol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyO^ 

(S)-1-[(4K;hloropheny!)(thiazol-2-yl)methyl]-3-[(3,5-djfluorophenyl)(methylsu.l 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsulphonyl)(2-methoxycart)onylthien-5-yl)m 

(RS)-1-[bis(4-chlorophenyl)methyO-3-hydroxy-3-[(methylsulphonyl)(2-methoxycarbonylthien-5-yl)met^ . 

azetidine, 

1-[bls(4-chlorophenyl)niethyl]-3-[(2-/sobutylan^inocarbonylthien'5-yl)(naethylsulphonyl)n^ 

1-[bls(4K:hlorophenyl)niethyl]-3-[(RS)-(3-methoxycarbonylphenyl)(methylsulphonyl)nrieth^ 

1 -[bls(4K;hlorophenyI)methyl]-3-[(RS)-(nr»ethylsulphonyl)(pyridin-4-yl)methy!]a2etidin-3-ol, 

1-[bis(4K;hlorophenyl)niethyl]-34(RS)-(nriethylsulphonyl)(pyridin-3-yl)nriethyOa2etidin-3-o^ 

3-({l-[bls(4-chlorophenyl)methyl]azetidin-3-ylidene}(niethanesulphonyl)methyl)-N-(3-(nriorp 

benzamide, 

3-({1-[bis(4K;hlorophenyl)nriethyl]a2etidin-3-ylidene}(nriethanesulphonyl)methyl)-N-(3-di^^ 
benzamide, 

3-({1-[bls(4-chlorophenyl)nrjethyl]azetidin-3-ylidene}(methanesulphony!)nnethyl)-N-(2-^ 
benzamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene)(methanesulphonyi)methyl)-N-(2-dimethylamlno-1^ 
ylethyObenzamide, 

3-({1-[bis(4'Chlorophenyl)methyl]a2etidin-3-ylidene}(methanesulphonyl)methyl)-N-(piperidin-1-yl)ben2a- 
mide, 

3-({1-[bis{4-chlorophenyl)methyl]azetidln-3-ylidene}(methanesulphonyl)methy()-N-isobutylben2amide, 

3-({1-[bls(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(3-(imida2ol-1-y!)prop 

benzamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin'3-ylidene}(methanesulphonyl)methyl)-N-(2-dimethylaminoethyl) 
benzamide, 

N'-methylhydrazide of 3-({1-[bis(4-chlorophenyl)-methyl]a2etidin-3-ylidene}(methanesulphonyl)-methyl)ben- 
zoic acid, 

3-({1-(bls(4-chlorophenyl)methyl]azetidln-3-ylidene)(methanesulphonyl)methyl)-N-(2-(morpholin^^^ 
benzamide, 

3-({1-[bls(4K:lilorophenyl)methyl]a2etidln-3-ylidene}(methanesulphonyl)methyI)-N-(1-etliylpyrroli 
thyl)benzamide. 
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3-({1-[bis{4<;hlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2,2-dlm 
zamide, 

3-({1-[bjs(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphony!)me%^ 
mide, 

3-({1-[bis(4-chlorophenyl)methyllazetidin-3-ylidene}(methanesulphonyl)methyl)-N-(cyclopr^ 
zamide, 

3-({14bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2^^ 
mide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidln-3-ylidene}(methanesulphonyl)methyl)-N-(2-phenylpropyl)benza- 
mide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-{tetrahydrofuran-2 
thyl)benzamide, 

3-({14bis{4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyI)-N-(2,2-diphenylethyl)^^ 
mide, 

3- ({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2-ethylbutyO 

methyl ester of 4-{[3-({1-[bls(4-chlorophenyI)methyl]azetldin-3-ylidene}-(methanesulphonyl)methyl)ben- 
2oy)amino]methyl}-cyclohexanecarboxylic acid, 

2-amino-1-{4-[3-({1-[bis(4-chlorophenyl)methyl]-a2etidin-3-ylidene}(methanesulphonyl)methy^ 
a2in-1-yl}ethanone, 

tert-butyl ester of (2-{4-[3-({1 -[bis(4-chlorophenyl)methy!]azetidin-3-yIidene}-(methanesulphony!)methyl)phe- 
nyl]piperazln-1 -yl}-2-oxoethyl)carbamic acid, 

l.{4-[3.({1_[bjs(4<hlcrophenyl)methyl]azetidin-3-ylldene}(methanesulphonyI)methyl)^ 
2"(methylamino)ethanone, 

tert-butyl ester of (2-{4-[3-{{1 -[bis(4-chlorophenyl)methyl]azetldln-3-ylidene}-(methanesulphonyl)methyl)phe- 
nyl]pipera2in-1-yl}-2-oxoethyl)-N-methylcarbamicacid, 

N-methylamide of 4-[3-({1-[bls(4-chlorophenyl)-methyl]a2etidin-3-ylidene}(methanesulphonyl)-methyl)phe- 
nyl]plpera2ine-1 -carbothlolc acid, 

N-rnethylamide of 4-[3-({1 -[bis(4-chlorophenyI)-methyI]a2etidln-3-ylidene}-(methanesulphonyl)methyl)phe- 
nyl]piperazine-1 -carboxylic acid, 

methyl ester of 4-[3-({1 -[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methy!)phenyl]pip- 
erazine-l -carboxylic acid; 

1- [3-({1-[bis(4K;hlorophenyOmethyl]a2etidln-3-ylidene}(methanesulphonyl)methyl)phenyl]-4-isobutylpi 
zine, 

■|.[3.({i.[bis(4-ch!orophenyl)methyl)azetidln-3-ylidene}(methanesulphonyl)methyl)phenyll-4-ethylpiperazine, 

4- acetyl-V[3-({1-[bis(4-chlorophenyl)methyl]-azetidin-3-ylldene}(methanesulphonyl)methyl)-phenyn^ 
zine, 

1.{4'.[3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)phenyl]pi^^ 

2- dimethylaminoethanone, 

1.[3.({1_[bis(4-chlcrophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)phenyl]-piperazine, 
tert-butyl ester of 4-[3-({1 -[bis(4-chlorophenyl)-methyl]a2etidin-3-ylidene}(methanesulphonyl)-methyl)phenyl] 
plperazine-1 -carboxylic acid, 

1-[bis(4-methoxycarbonylphenyl)methy!]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene)-azetidlne, 

3- acetoxy-1-[bis(4-methoxycarbonylphenyl)methyl]-3-[(RS)-(3,5<lifluoropheriyl)(methylsulphoriyl)-methyn 
azetidine, 

(RS)-4-[4-((4-chlorophenyl){3-[(3,5-difluorophenyl)(methanesulphonyI)methylene]azetidln-1-yl}methyl)ben^ 
2yl]morpholine, 

4.(4.<[3-[(1-benzhydryla2etidin-3-ylidene)(methanesulphonyl)methyl]phenoxy}butyl)morpholine, 

4- (4'-{3-[(1"ben2hydryia2etidin-3-ylidene)-(methanesulphonyl)methyl]phenoxy}propyl)morpholine, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}thien-2-ylsulphonamide, 
N-{i-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-4'methoxyphenylsulphonamide, 
N-[4-(N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}sulphamoyl)phenyl]acetamide, 

. N-{1-[bis(4-chlorophenyl)methyl]azetldin-3-yl}-4-methylphenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methy!]azetldln-3-yl}-3,4-dimethoxyphenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-3-fluorophenylsulphonamide, 
N-{1-[bls(4-chlorophenyl)methyl]azetldin-3-yl}-3,4-dichlorophenylsulphonamide, 
N-{1-[bis(4-ch!orophenyl)methyl]azetidin-3-yI}-3-cyanophenylsulphonamide, 
N-{1-[bls(4-chlorDphenyl)methyl]azetidln-3-yl}-2,5-dimethoxyphenylsulphonamide, 
N-{1-[bis(4-chiorophenyl)methyllazetidin-3-yl}-3-trifluoromethylphenylsulphonamlde, 
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N-{1-[bis(4-chlorophenyl)methyl)azetldin-3-yl}naphth-2-ylsulphonamide, 

N-{1-[bls(4-chIorophenyl)methyl]azetidin-3-yl}naphth-1-ylsulphonarnide, 

N-{1-[bis(4-chlorophenyl)methyl]a2etldin-3-yl}-3,4-difluorophenyIsulphonamlde, 

N414bjs(4-chlorophenyl)methyl]azetldin-3-yl)-1-methyl-1H-imidazol-4-ylsulphonam 

N-[4-(N-{1-[bis(4-chlorophenyl)methyl]a2etidln-3-yl)sulphamoyl)-2K;h!orophenyl]acetamide, 

N41-[bis(4-chlorophenyI)methyl]a2etidin-3-yl}pyrjd-3-ylsulphonamide, 

N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-4-fluorophenylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}quinol-8-ylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}phenylsulphonamlde, 

N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}(phenylmethyl)sulphonamlde, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,5-difluorophenylsulphonamide, 

N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-2-yIsu!phonamide, 

N-{1-[bis(4-chlorpphenyl)methyllazetjdin-3-yl}-3-fluoro-5-pyiTolidin-1-ylphenylsulph 

N-{1-[bls(4-chlorophenyl)methyl]azetldln-3-yl}-N-methyl-4-fluorophenylsulphonamide, 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-methylquinol-8-ylsulphonamide, 

N-{1-[bls(4-chlorophenyl)methyl]a2etidin-3-yl}-N-methylphenylsulphonamlde, 

N41-[bis(4-chlorophenyI)methyl]a2etidin-3-yl}-N-methyl(phenylmethyO^ 

N-{1-[bis{4-chlorophenyI)methyl]azetidin-3-yl}-3-sulphamoylpheny!sulphonamide, 

2-phenylsulphonyl-N-{1-[bis(4-chlorophenyl)-methyi]a2etjdjn-3-yl}acetamide, 

N-{1 -tbis(4-chlorophenyl)methyl]azetldln-3-yl}-2-(4-tolylsulphonyl)acetamide, 

(3-chloro-4-(methylsulphQnyl)thiophene-2-cail30Ky)41-[bls{4-chlorophenyl)methyl]^ 

N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-3-(2-phenylethylenesulphonyl)propion 

N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-(methylsulphonyl)benzamide, 

N-{1-[bls(4-chlorophenyl)methyl]a2etidin-3-yl}-4-(methanesulphonyl)ben2amide, 

(5-(methylsulphonyl)thiophene-2-carboxy)-{1-[bis(4-chlorophenyl)methyl]azetldin-3-yI)arnide, 

, (5-methylsulphonyl-3-methyl-4-v!nylthiophene-2-carboxy){1-[bis(4-chlorophenyl)meth 
RS)-N-{1-[(4<:hlorophenyI)(pyridln-3-yl)methyO-azetidin-3-y!}-3.5-dlfluorobenzenesulphonamide, 
(RS)-N-{1-[(4-chlorophenyl)(pyrimldin-5-yl)methyl]azetidin-3-yl}-3,5-difluorobenzenesulphon 
N-{1-[bis(4-ch!orophenyl)methyl]azetidjn-3-yl}-N-(6-chloropyrid-2-yl)methylsulphonamide, 
N-{V[bis(4-chlorophenyl)methyl)a2etidin-3-yl}-N-{6-ethylpyhd-2-yl)methylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-N-{quinol-6-yl)methylsulphonamide, 
N-{1-[bis(4-chlorophenyI)methyl]azGtidin-3-yI}-N-(qulnol-5-yl)methyisulphonamide, 
N-{1-[bis(4-chlorophenyI)methyl]azetidin-3-yl}-N-(isoquinol-5-yl)methylsulphonamlde, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(pynd-3-yl)methylsulphonaiTilde, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(1-oxldopyrid-3-yl)methylsulphonamide, 
N-(1R,2S.4S)-(bicyclo[2.2.1]hept-2-yl)-N-{1-[bis-(4-chlorophenyl)methyl]azetldin-3-yl}m 
N-(1 R,2R,4S)-(bicyclo[2.2.1 ]hept-2-yl)-N^1 -[bis-(4-chlorophenyl)mGthyl]azetidin-^^^^ 
N-{1-[bjs(4-chlorophenyl)methyl]a2etldin-3-yl}-N-(3,5-d!fIuorophenyI)methylsulphonamW 
N-{1-[bls(4-chiorophenyl)methyl]a2etidin-3-yl}-N-(thiazol-2-yl)methylsulphonamide, 
N-{1-|bis(4-chlorophenyl)methyl]a2etidin-3-yl}-N-(3-methoxypheny!)methylsulph 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3-hydroxyphenyl)methylsulphonamid 
N-{1-[bls(4-chlorophenyl)methyl]azetidln-3-yl}-N-(3-(hydroxymethyl)phenyl)methy^ 
ethyl N^1-[bis(4-chlorophenyl)methyl]azetldln-3-yl}-N-(methylsulphonyl)-3-am^noben2oate, 
N-{1-[bjs(4-chlorophenyl)methyl]azetldin-3-yl}-N-(isobutylplperid-4-yl)methylsulphonami 
N-benzyl-N-{1 -[bis{4-chlorophenyl)methyl]azetidin-3-yl}amine, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3.5-dlfluorobenzyl)amine, 
N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluorobenzyl)methylsulp 
N-{1-[bis(4-chlorophenyl)methyl]azetldin-3-yl)-N-(pyrid-3-ylmethyI)methylsulphonamide, 
N-{1-[bls(4-fluorophenyl)methyl]azetidin-3-yl)-N-(3,5-difluorophenyl)methylsu!phonamide, 
(RS)-N^1-[(4<:hlorophenyl)(pyrid-3-yl)methyl]azetidin-3-yl}-N-(3,5-difluorophenyI)methylsulphonamide, 
(R)-N-{1-[(4-chlorophenyO(pyrid-3-yl)methyl]a2etidin-3-yl}-N-(3,5-difluorophenyl)meth^ 
(S)-N^1-[(4-chlorophenyl)(pyrid-3-yl)methyOazetidin-3-yl}-N-(3,5-difluorophenyl)methylsulphon^ 
(RS)-N-{1-[(4K:hlorophenyl){pyrid-4-yl)methyl]azetidin-3-yl}-N-(3,5-dlfluorophenyl)met 
(R)-N-{1-[(4-chlorophenyi)(pyrid-4-yl)nnethy!]azetidjn-3-yl}-N-(3,5-difluorophenyl)methylsulp 
(S)-N41-[(4-chlorophenyl)(pyrid-4-yl)methyl]azetidin-3-yl}rN-(3,5-difluorophenyl)methylsulphona 
(RS)-N-{1-[(4-chlorophenyl)(pyrimidin-5-yl)methyl]a2etidin-3-yl}-N-(3,5-difluorophenyl)methylsulphon^ 
(R)-N41-[(4-chlorophenyl)(pyrimldln-5-yl)methylj-a2etidln-3-yl}-N-(3,5-di^ 

.(S)-N^1-[(4-chlorophenyl)(pyrimidln-5-yl)methyl]-a2etidin-3-yl}-N-(3,5-difluoro 
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N-{1-[bis(4-chlorophenyl)methyl]a2etidln-3-yl}-N-(3,5-dif!uorophenyl)^ 

their optical Isomers and their pharmaceutlcally acceptable salts. 

5 4. Combination according to Claim 2, for which the compound of formula (I) is chosen from the following compounds: 

1-[bist4-chlorophenyl)methyl]-3-[{RS)-(3,5-diftuorophenyl)(methylsulphonyl)methyl]azetidin-3-o^ 

3-aceto)cy-1-[bis(4-chlorophenyI)methyl]-3-[(RSH3,5-difluorophenyl)(methylsulphonyi)m^^^ 

sulphonylmethyl]azetidine, 

10 i-[bis(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl){methylsulphonyl)methylene]-azetidine, 
their optical isomers and their phamnaceutically acceptable salts. 

5. Combination according to Claim 1 , in which the CB1 receptor antagonist is SR141716, Its hydrates and its phar- 
15 maceutically acceptable salts or LY320135 and its pharmaceutically acceptable salts. 

6. Phamnaceutical composition comprising a GB1 receptor antagonist and sibutramine, its hydrate or one of its phar- 
maceutically acceptable salts in the pure state or with one or more compatible and phamnacologically acceptable 
diluents and/or adjuvants and/or optionally in combination with another phannaceutically. compatible and physio- 

20 logically active product. 

7. Pharmaceutical composition according to Claim 6, tor which the CB1 receptor antagonist Is a compound of fomriula 
(I) as defined in Claim 2. 

25 8. Pharmaceutical composition according to Claim 7, for which the compound of fomriula (I) is chosen from the fol- 
lowing compounds: 

1-benzhydryl-3-[(methylsulphonyl)(phenyl)-methylene]a2etidine, 
1-benzhydryl-3-[(3-methylphenyl)(methylsulphonyl)-methylene]azetldine, 

30 1 -benzhydryl-3-[(3-chlorophenyl)(methylsulphonyl)-methylene]azetidine, 

1 -benzhydryl-3-[(3,5-dichlorophenyl)-(methylsulphonyl)methylene]azetidine, 
1-benzhydryl-3-[(2,5-dichlorophenyl)-(methylsulphonyI)methylenelazetidine, 
1-ben2hydryl-3-[(2,3-dlchlorophenyl)-(methylsulphonyl)methylene]azetidine, 
1 -ben2hydryi-3-[(3-fluorophenyl)(methylsulphonyl)-methylene]azetidine, 

35 . 1 -benzhydryl>3-[(3,5-difluorophenyl)-(methylsulphonyl)methylene]azetidine, 

1-benzhydryl-3-[(3-bromophenyl)(methylsulphonyI)'methylene]a2etidine, 
1-benzhydiyl-3-[(3-iodophenyl)(methylsulphonyl)-methylene]azetidine, 
1-benzhydryl-3-[(methylsulphonyl)(3-trifluoromethoxyphenyl)methylene]azetidine, 
1-benzhydry!-3-[(methylsulphonyl)(3-trifluoromethylphenyl)methylene]azetidine, 

40 i-benzhydryl-3-{[3,5-bis(trifluoromethyl)phenyl]-(methylsulphpnyl)methylene}azetidine, 
1-benzhydryl-3-[(3,5-dibromophenyl)-(methylsuiphonyl)methylene]azetidine, 
1-benzhydryl-3-t(3-methoxycarbonylphenyl)-(methylsulphonyl)methylenelazetidine. 
1-ben2hydryl-3-[(3-cyanophenyl)(methylsulphonyl)-methylene]azetldlne, 
1 -benzhydryl-3-[(3-cartamoylphenyl)-(methy!sulphonyl)methylene]azetidine, 

45 1 .ben2hydryl-3-[(methylsulphonyl)(naphth-1 :yl)(methyl-sulphonyl)methylene]azetidine, 

1-[bis{4-chlorophenyI)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methytene]azetldine, 
1-[bls(4-methoxyphenyl)methyi]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]azetidine, 
1-Ibis-(4-methylphenyl)methyl]-3-[(3,5-difluorophenyl) (m9thylsulphonyl)methylene]azetidine, 
(RS)-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-azetidine, 

50 (R)-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-azetldine, 
(S)-3-[(3,5-dlfluorophenyl)(methylsulphonyl)-methylene]-1-[(4-methoxyphenyl)(phenyl)methyl]-azetidine, 
1-[bis(4-trifluoromethoxyphenyl)methy!]-3-[(3,5-di-fiuorophenyl)(methylsutphonyl)methylene]-a2et!dine, 
1-[bis(4-trifluoromethylphenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]a2etidine, 
1-[bis(4-chlorophenyl)methyl]-3-{[3,5-bis{trifluoromethyl)phenyl](methylsulphonyl)*methylene)a2etW 

55 (RS)-1-[(4-chlorophenyl)(2,4-dichlorophenyl)-methyl]-3-[(3.5-difluorophenyl)(methylsulphonyl)-methylene] 
azetidine, 

(R)-1-[(4-chlorophenyl)(2,4-dichlorophenyl)-methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene] 
azetidine, 
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(S)-1-[(4<hlorophenyl)(2,4-dichlorophenyl)-methyl)-34(3,5-dinuorophenyl)(methyls 
tidine, 

(RS)-H(4-chlorophenyl)[4-(hydroxymethyl)phenyl]-methyl}-3-[(3,5-dlfluorophenyl)(me% 

ene]azetidine, 

(R)-1-U4-chlorophenyl)[4-(hydroxymethyl)phenyl]-methyl}-3^(3,5-difluorophenyl)(met^^^ 
ene]azetidine, 

(S)-H(4-chlorophenyl)[4-(hydroxymethyl)phenyl]-methyl}-3-[(3,5-difluorophenyl)(methylsulphonyl)-^ 

ene]azetidine, 

(RS)-1^(4-chlorophenyl)[4-(pyrTolidylmethyI)-phenyl]methyl}-3-[(3,5-dffluorophenyl)-^^ 
ylene]azetldine, 

(R)-2-{(4K:hlorophenyl)[4-(pyrrolidylmethyl)-phenyl)methyl}-3-[(3,5-dlfluorophenyl)-(me 
ene]azetidine, 

(S)-1-{(4-ch!orophenyl)[4-(pyrrolldylmethyO-phenyqmethyl}-3-[(3,5-difluorophenyl)-(methylsulph 
ene]azetldjne, 

1-{(RS)-(4-chlorophenyl)[4-(3,3-dimethylpiperldin-1-ylmethyl)phenyl)methyl}-3^(3.5-dmuo^^^ 
sulphonyl)methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-(3,3-dimethylpiperidin-1-ylmethyl)phenyl]methyl}-3-[^^ 
sulphonyl)methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(3,3-dimethylplperidln-1 -ylmethyl)phenyl]methyl}-3-[(3,5-difluorophenyl)(methyl- 
sulphonyl)methylene]a2etidine, 

1-{(RS)-(4-chlorophenyl)[4-(thiomorpholln-4-ylmethyl)phenyl]methyl}-3-[(^ 
nyl)methylene]a2etidlne, 

1-{(R)-(4-chlorophenyl)[4-(thiomorpholin-4-ylmethyl)phenyl]methyl}-3-[(3,^ 
methylene]azetidine, 

14(S)-(4-chlorophenyl)[4-(thiomoipholin-4-ylmethyl)phenyl]methyl}-3-[(3,5-^ 
methyiene]azetidine, 

1-{(RS)-(4-chlorophenyl)[4-(N-ethyl-NK:yctohexylamlnomethyl)phenyl]methyQ^^^ 
ylsulphonyl)methylene]-azetldjne, 

1-{(R)-(4-chlorophenyl)[4-(N-ethyl-N-cyclohexylamlnomethyl)phenyl]methyl}-3-[(3,5-^ 
sulphonyl)methylene]-azetidine, 

1-{(S)-(4-chlorophenyl)[4-{N-ethyl-N-cyclohexylaminomethyl)phenyl]methyl}-3-[(3,5-drt 
sulphonyl)methylene]-a2etldine, 

1-{{(RS)-(4-chlorophenyl){4-[(4-ethoxycail3onylpipera2inyI)methyl]phenyOme%^ 
(methylsulphonyl)methylene]-azetidine, 

1-{{(R)-{4-chlorophenyl){4-[(4-ethoxycaitonylplpeiBZinyl)methyl]phenyl}m^ 
(methylsulphonyl)-methylene]azetidine, 

1-{{(S)-(4-chlorophenyl){4-[(4-ethoxycarbonylplperazinyOmethyl]phenyl)methyl}}-^^^ 
(methylsulphonyl)-methylene]azetidlne, 

1-{(RS)-(4-chlorophenyI)[4-(N-cyclopropyl-N-propylaminomethyl)phenyl]methyl}-3-[(3,5^ , 
(methy(sulphonyl)methylene]-azetidine, 

1-{(R)-(4-chlorophenyl)[4-(NK:yclopropyl-N-propylaminomethyl)phenyl]methyl}-3-[( 
ylsu!phonyl)methyiene]-azettdine, 

1-{(S)-(4-chlorophenyl)[4-(NK:yclopropyl-N-propylaminomethyl)phenyOmethyl}-3-[(3.5-dm 
ylsulphonyl)methylene]-azetidine, 

1-{(RS)"(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]methyI}-3-[(3,5-difluora^ 
nyl)methylene]azetidlne, 

1-{(R)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]methyl}-3-[(3,5-dlfluorophenyl)(m 
methylenej-azetidine , 

1-{(S)-(4-chlofophenyl)[4-{diisopropylamjnomethyl)phenyl]methyl}-3-[(3,5-difluorophen^ 
methylenejazetidine, 

1-{{(RS)-(4-chlorophenyl){4-[bls(2-methoxyethyl)-amlnomethyllphenyl)methyl}}-3-[(3,^ 
(methylsulphonyl)methylene]-azetjdine, 

1-{{{R)-(4-chloropheny!){4-|bis(2-methoxyethyl)-aminomethyl]phenyl)m 
ylsulphonyl)methylene)-azetidine, 

1-{{(S)-(4-chlorophenyl){4-nDis(2-methoxyethyl)-aminomethyl]phenyl}met^^^ 
sulphonyl)methylene]-azetidlne, 

1-{(RS)-{4-chlorophenyl)[4-[di-n-propy!aminomethyI)phenyl]methyl}-3-[(3,^^^ 
methylene]azetidine, 
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1-{(R)-(4-chlorophenyl)[4-{di-n-propylaminomethyl)pheny|]methyl}-3-[(3,5-dlfluorophen 
methylene]a2etidine, 

1-{(S)-(4-chlorophenyl)[4-(di-n-propylamlnomethyl)phenyI]methy(}-3-[(3,5-d}fluoro^ 
methylene]azetidine, 

1-{(RS)-{4-chlorophenyl)[4-(plperidin-1-ylmethyl)-phenyl]methyl}-3-[(3,5-difluoroph 
methyleneJaEetldlne, 

1-{(R)-(4-chlorophenyl)[4-(piperidin-1-ylmethyl)-phenyl]methyl}-3-[(3,5-difl^ 
methylene]azetidlne, 

1-{(S)-(4-chlorophenyl)[4-(piperidin-1-ylmethyl)-phenyl]methyl]-3-[(3,5-difluoro^ 
methylene]azetidjne, 

1-{{RS)-(4-chlorophenyl)[4-(4HTiethylplperazln-1-ylmethyl)phenyOmethyl}^^ 
sulphonyi)methylene]a2etidlne, 

1-{(R)-(4-chlorophenyl)[4-(4-methylpipera2in-1-ylmethyl)phenyl]methyl}>3-[(3,5-d^ 
suiphonyl)methylene]azetidine, 

t-{{S)-(4-chlorophenyl)[4-(4-methylpiperazin-1-ylmethyl)phenyI]methyl}-3-[(3,5-difl^^ 
sulphonyI)methylene]azetidine, 

1-{{RS)-(4-chlorophenyl)[4-(moipholin-4-ylmethyl)phenyl]methyl}-3-[(3,5-dm 
methylene]azetidlne, 

1-{(R)-(4-chlorophenyl)[4-{moipholin-4-ylmethyO-phenyl]methyl}-3-[(3,5-diflu 
methylene]azetidine, 

1-{(S)-(4-chlorophenyl)[4-(moipholin-4-ylmethyl)-phenyl)methyl}-3-[(3,5^^ 
methylene]a2etldine, 

1-{(RS)-{4-chlorophenyl)[4-(diethylaminomethyl)-phenyl]methyl}-3-[(3,5-dlfluorophenyl)(m 
methylene]azetidine, 

1-{(R)-(4-chloropheny!)[4-(diethylaminomethyl)-phenyl]methyl}-3-[(3,5-difluoropheny!)(m 
methylene]azetldine, 

1-{(S)-(4-ch!orophenyl)[4-(diethylaminomethyl)-phenyl]methyl}-3-[(3,5-dlfluoropheny^ 
methylenelazetidlne, 

1-{(RS)-(4-chlorophenyl)[4-(piperazln-2-oxo-4-ylmethyI)phenyl]methyl}-3-[(3,^ 
su|phonyl)methylene]azet)dine, 

1-{(R)-(4-chlorophenyl)[4-(piperazin-2-oxo-4-ylmethyl)phenyl]methyl)-3-[(3,5-d^^^^ 
nyl)methylene]azet}dlne, 

1-{(S)-(4-chlorophenyl)[4-(pipera2ln-2-oxo-4-ylmethyl)phenyl]methyl}-3-[(3,5-difluorop^ 
nyl)methylene]azetidine, 

1-{(RS)-{4-chlorophenyl)[4-(imidazol-1>ylmethyl)-phenyl]methyl}-3-[(3,5-difluorophenyl)(^ 
methylene]azetidine, 

1-{(R)-(4-chlorophenyl)[4-{imlda20l-1-ylmethyl)-phenyl]methyl}-^^^^ 
methyiene]azetldine, 

1-{(S)-(4-chlorophenyl)[4-(imida20l-1-ylmethyl)-phenyl]methyI}-3-[(3,5-diflu 

methylenejazetidine, 

(RS)-1-{(4-chlorophenyl)(4-(N,N-dimethylcarbambyl)phenyl]methyl}-3-K^ 
methyiene]-azetidlne, 

(R)-1-{(4-chlorophenyl)[4-(N,N-djmethylcarbamoyl)-phenyOmethyl}>3-[(3,5-difluorophe 
methylene]-azetldine, 

(S)-1-{(4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)-phenyl]methyl}-3-[(3,5-dlfluoroph 
methylenejazetidine, 

(RS)-H(4-chlorophenyl)[4-(N-ethylcarbamoyl)-phenyl]methyl}-3-[(3,5-dlfluorophenyl)(m 
methylene]azetidine, 

(R)-1-{(4-chlorophenyl)[4-{N-ethylcarbamoyl)-phenyl]me%I}-3-[(3,5-difluoro^ 

ylene]azetidine, 

(S)-1-{(4-chlorophenyl)[4-(N-ethy}cail3amoyl)-phenynmethyl}-3-[(3,6-dlflu^ 
ylenejazetidine, 

(RS)-1-[(4<:arbamoylphenyl)(4-chlorophenyl)-methyll-3-[(3,5-dlfluorophenyl)(me 

azetidine, 

(R)-1-[{4-carbamoyIpheny!)(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(met 
tidine, 

(S)-1-[(4-carbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(m 
tidine, 
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1-[bis(4-chlorophenyl)methyl]-3-[(3,5-dichlorophenyI)(methylsulphonyl^^ 

1-ben2hydryl-3-[(3-methylsulphanylphenyl)(methylsulphony!)methylene]a2etidln 

1-benzhydryl-3-[(3-(methylsulphanylmethyl)phenyl)-(methylsulphonyl)methylene]a2et^^ 

1-[bis(4-chlorophenyl)methyl]-3-[(3<yanophenyl)-(methylsulphonyI)methyJene]a2etidine, 

1-[bls{4-chlorophenyl)methyl]-3-[(3-cailDamoylphenyl)(methylsulphonyl)methylenelazetidi 

1-[bis(4-chlorophenyl)methyl]-3-[(3-methoxyphenyl)(methylsulphonyl)methylene]-a2^^ 

1-[bis(4K:hlorophenyl)methyl]-3-[(3-hydroxyphenyl)(methylsulphonyl)methylene]azeti^ 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsulphonyl)(3-pyrrolidinylphenyl)methylene]-a2eti^ 

1-[bls(4-chlorophenyl)methy(]-3-[(3-hydroxymethylphenyl)(methylsulphonyl)methylen 

1-[bls(4-chlorophenyl)methyl]-3-{(methylsulphonyl)[3-(N-piperidylcaitamoyl)-phenyl]me% 

1-[bis(4-chlorophenyl)methyl]-3-[(methylsulphonyl)(3-trltluoromethylsulphany 

methylene]a2etidtne, 

1-[bis(4-fluorophenyl)methyl)-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene]a2eti^ 

1-[bls(2-fluorophenyl)methyl]-3-[(3,5-difluorophenyl)(methylsulphonyl)-methylene]a2etidine, 

1-[bis{3-fluorophenyl)methyl)-3-[(3,5-difluorophenyl)(methylsulphonyl)methylene]-a2etidin^ 

(RS)-1-I(4-ch!orophenyl)(thla2ol-2-yl)methyl]-3-[(methylsulphonyl)(phenyl)methylene]azetidine^ 

(R)-1-[(4-chlorophenyl)(thiazol-2-yl)me%q-3-[(methylsulphonyl)(phenyl)methylene 

(S)-1 4{4K:hlorophenyl)(thia2ol-2-yI)methyl]-3-[(methylsulphonyl)(phenyl)methylene]a2etjdin 

(RS)-'1-[(4K3hloropheny!)(thien-2-yl)methyl]-3-[{3,5-difluorophenyI)(methylsulph 

(R)-1-[(4-chlorophenyl)(thien-2^yl)methyl]-3-[(3,5-difluor6phenyl)(methylsulphonyl^^ 

(S)-1%4<:hlorophenyl)(thlen-2-y))methyl]-3-[(3,5-difluorophenyl)(methylsu 

1-benzhydryl-3-[(ethylsulphonyl)(phenyl)-methylene]a2etidine, 

1 -[bis(4-chlorophenyl)methyl]-3H{3-[N'(4HTiethyIpipera2lnyl)cail3amoyI]phenyl}(m i )methyl 

ene}azetidine, 

1-[bis(4-chlorophenyl)methy!]-3^[3-(2,2-dimethylcarbohydraz^do)phe^yl](methylsulph 
dine, 

1-[bis(th}en-2-yl)methyl]-3-[(3,5-difluorophenyI)-(methylsulphonyl)methyl^ 

1-[bls{p-to!yl)methyl]-3-[(methylsulphonyl)-(phenyl)methy(ene]a2etidine, 

1-[(4-chlorophenyl)(4-hydroxymethylphenyl)methyf]-3-[(3,5-difluorophenyl){methylsulphonyl^ 

azetidine, 

1-[bis(4-chlorophenyl)methyI]-3-[(3-methylamlnophenyl)(methy!sulphonyl)met^^^ 
(RS)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsulphon^ 

(R)-1-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyi)(methylsulphonyI)m 

(S)-1<(4<hlorophenyl){thia2ol-2-yl)methyl]-34(3,5-difluorophenyl)(methylsulphonyO 

1-[bis(4-chlorophenyl)methy(]-3-[(methylsulphonyl)(2-methoxycarbonylthlen-5-yO^ 

(RS)"1-[bls(4-chlorophenyI)methyl]-3-hydroxy-3-[(methylsulphonyl)(2-methoxycail3on 

azetidine, 

1-[bls(4-chlorophenyl)methyl]-3-[(2-/sobutylaniinocarbonylthlen-5-yl)(m 

1-[bis{4-chlorophenyl)niethyl]-3-[(RS)-(3-methoxycarbonylphenyl)(methylsulphonyl)meth 

1-[bis(4-chlorophenyl)methyl]-3-[(RS)-(methylsulphonyl)(pyridln-4-yI)methyl]azetidin-3-oL 

1-[bis(4-chlorophenyl)nr»ethyl]-3-[(RS)-(methylsulphonyl){pyridin-3-yl)niethyl]^ 

3-({14bis(4-chlorophenyl)nnethyl]azetidln-3-yiidene}(nriethanesulphonyl)nriethyl)-N-(3-(morpho 

ben2amide, 

3-({1-[bis(4-chlorophenyl)methyl]a2etidm-3-ylidene}{methanesulphonyl)methyl)-N-(3-dimethy 
ben2amide, 

3-({1-[bis(4-chlorophenyl)methyl]a2etidin-3-yndene}(nriethanesulphonyl)nnethyl)-N-(2-(pyr^^^ 
benzamlde, 

3-({1-[bis(4-chlorophenyl)nriethyl]azetidln-3-ylidene}(niethanesulphony!)methyl)-N-(2-di^^^ 
yIethyObenzamide, 

3-({1-[bis(4-chlorophenyl)nnethyl]a2etidin-3-ylidene}(nfiethanesulphonyl)nnethyI)-N-(pi^ 
mide, 

3-({1-[bis(4<hlorophenyl)methyl]a2etidln-3-ylidene}(nriethanesulphonyl)methyl)-N-lsobutyl^ 

3-({1-[bis{4K:hlorophenyl)nnethyl]a2etidln-3-ylidene}(niethanesulphonyI)methyl)-N-p^ 

ben2amide, 

3-({1-[bis(4-chloropheny[)methyl]a2etidin-3-ylldene}(niethanesulphonyl)nriethyl)-N-(2-dim 
ben2amide, 

N'-nnethylhydrazide of 3-({1-[bls(4-chlorophenyl)-methyl]azetidin-3-ylidene}(methanesulphonyl)-methyl)ben- 
zoic acid, 
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3-({1-[bis(4<hlorophenyl)methyI]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(^ 

benzamide, 

3-({1*[bis(4-chlorophenyl)methyl]azetidjn-3-ylidene)(methanesulphonyl)methyl)-N-^ 
thyl)benzamide, 

3-({1-[bis(4-chlorophenyl)methy!]azetidin-3-yIidene}(methahesulphonyl)methyl)-N-(2,2-di^ 
zamide, 

3-({1-[bis(4K:hlorophenyl)methyl]a2etidln-3-ylidene}(methanesulphonyl)methyi)-N-(cycloh 

mide, 

3-({1-[bis(4-chlorophenyI)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(cydopr^^ 
zamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2-met^^ 
mide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphony))methyl)-N-(2-phenylpropyl)benz^^ 
mide, 

3-{{1-[bls(4-chiorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(tetrahydr^^^ 
thyl)benzamide, 

3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2,2-diphe 

mide, 

3- ({1-[bis(4-chloroplienyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)-N-(2-ethylbutyl)benzam 
methyl ester of 4^[3-({1 -[bis(4-chlorpphenyl)methyl]azetidin-3-yljdene}-{methanesu}phony!)methyl)ben- 
zoylamlnolmethyl}-cyclohexanecarboxylic acid, 

2-amino-1-{4-[3-({1-[bis(4-chlorophenyl)methyll-azetidin-3-ylidene](methane 
azin-1-yl)ethanone, 

tert-butyl ester of (2-{4-[3-({1 -[bis(4-chlorophenyI)methyDazetidin-3-ylidenel-(methanesulphonyl)methyI)phe- 
nyl]piperazln-1-yl}-2-oxoethyl)carbamic acid, 

1- {4-[3-({1-[bis(4-chlorcphenyl)methyl]azetidin-3-ylidene}(methanesulphoriyl)methyl)phenyl]pi^^^ 

2- (methylamino)ethanone, 

tert-butyl ester of (2-{4-[3-({1 -[bis(4-clilorophenyl)methyI]azetidin-3-yiidene}(methanesulphonyl)methyl}phe- 
nyl]piperazih-1-yi}-2-oxoethyl)-N-methylcarbamlc acid, 

N-methyiamide of 4-[3-({1-[bis(4-chlorophenyl)-methyl]a2etldin-3-ylidene}(methanesutphonyl)methyl)-phe> 
nyl]piperazine-1-carbothioic acid, 

N-metliylamide of 4-[3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene)-(methanesulphonyl)methyl)phenyl] 
piperazine-1-carboxylic acid, 

methyl ester of 4-[3-({1 -[bis(4-chlorophenyl)methyl]azetidin-3-ylldene}(methanesuiphonyl)methyl)phenyl]-pip- 
erazine-1-carboxyllc acid, 

1-[3-({1-[bis(4-chlorophenyl)methyI]azetidin-3-ylidene}{methanesulphonyl)methyl)phenyl]-4-isobutyl^ 

zine, 

1-[3-({1-[bis(4-chlorophenyl)methyl]azetidin-3-ylidene}(methanesulphonyl)methyl)pheriylH-et^ 

4- acetyl-1-[3-({1-[bis(4K;hloropheriyl)methyl]-azetidin-3-yliderie}(methanesulphonyl)methyl)-pheriyl]pip 
zine, 

1- {4-[3-({1-[bis{4-chlorophenyl)methyl]a2etidin-3-ylldene}(methanesulphoriyl)methyl)phenyl]piperM 

2- dimethylaminoethanpne, 

1-[3-({1-[bis(4-chlorophenyI)methyl]azetidin-3-ylidene}(methanesulphoriyl)methyl)phenyl]-plpera2i^ 
tert-butyl ester of 4-[3-({1 -[bis(4-chlorophenyl)-methyl]a2etidin-3-ylidene}(methanesulphonylj-methyl)phenyl] 
pjperazine-1-carboxylic acid, 

i-[bis{4-methoxycarbonylphenyl)methyl]-3-[(3,5-dlfluorophenyl)(methylsulphonyl)methylene]-azetidine, 

3- acetoxy-1-[bls(4-methoxycarbonylpheriyl)methyl]-3-[(RS)-(3,5Hdlfluorophenyl)(methylsulphoriyl)-methyO 
azetidine, 

(RS)-4-[4-((4-chlorophenyl){3-[(3,5-difluorophenyl)(methanesu!phonyl)methylene]azetidi n-1-yl}methyl)ben- 
zyl]morpholine, 

4- (4-{3-[(1-ben2hydrylazetidln-3-ylidene)(methanesulphonyl)methyl]phenoxy}butyl)morpho!ine, 
4-(4-{3-[(1-benzhydryla2etidin-3-ylidene)(methanesutphonyl)methyl]phenoxy}propyl)morpholine, 
N-{1-[bis(4-chlorophenyl)methyllazetidin-3-yl}thien-2-ylsulphonamlde, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-methoxyphenylsulphonamide, 
N-[4-(N-{1-[bis(4-chlorophenyl)methyi]a2etidin-3-yl}sulphamoyl)phenyl]acetamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-4-methylphenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl)azetldin-3-yl}-3,4-dimethoxyphenylsulphonamide, 
N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-3-fluorophenylsulphonamide, 
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N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl)-3,4-dichlorophenylsulphonamide, 
N-{1-[bis(4-chlon)phenyl)methyl]azetidin-3-yl}-3-cyanophenylsulphonamide. 
N-{1-[bls(4-chlorophenyl)methyl]a2etjdln-3-yl}-2,5-dimethoxyphenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-34rifluoromethylphenylsulphon^^ 
N-{1-[bis(4-chlorophenyl)methyl]a2etidjn-3-yl}naphth-2-ylsulphonannide, 
N-{1 -[bis(4-chlorophenyl)methyl]azetidln-3-yl}naphth-1 -ylsulphonamide, 
N-{1-[bls{4-chlorophenyl)methyl]azetidin-3-yl}-3,4-difluorophenylsulphonarnlde, 
N-{1'[bis(4-chlorophenyl)methyl]a2etidin-3-yl}-1-methyl-1H-tmida2ol-4-ylsu!phonamld 
N-[4-(N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}sulphamoyI)-2-chlorophenyl]acetamid^ . 
N-{1 -[bis(4-chlorophenyl)methyl]a2etidin-3-yl}pynd-3-ylsulphonamide, 
N41-[bis(4-chlorophenyl)rnethyl]azetidin-3-yl)-4-fluorophenylsulphonamide, 
N41-[bis(4-chlorophenyl)methyl]azetidin-3-yl}quinol-8-ylsulphonamide, 
N-{1-[bis(4-chloropheny!)methyl]a2etidin-3-yI}phenylsulphonamlde, 
N-{1-[bis(4-chlorophenyl)methyl]a2etjdin-3-yl}(phenylmethyl)sulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl)"3,5-difluorophenylsulphonamide, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl)pyrid-2-ylsulphonamide, 
N41-[bis{4-chiorophenyl)methyl]azetidin-3-yl}-3-fluoro-5-pyrrolidin-1-^^^ 
N-{i-[bls(4-chlor&pheny!)methyl]azetjdin-3-yl}-N-methyl-4-fluorophenylsulphonamW^ 
N41-[bis(4-chlorophenyl)methyl]a2etldin-3-yl}-N-methylquinol-8-ylsulphonamide, 
N-{1-[bis{4-chlorophenyl)methyl]a2etidin-3-yl}-N-methylphenylsulphonamlde,. 
N-{1-[bjs(4-chiorophenyl)methyl]azetidin-3-yl}-N-methyl(phenylmethyI)sulphonamide/ - 
N^1-[bis(4-chlorophenyI)methyI]azetidin-3-yl}-3*sulphamoylphenylsulphonamW . 
2-phenylsulphonyl-N-{1-[bis(4-chlorophenyl)methyl]a2etidin-3-yl}acetamide, 
N-{1-[bis(4-chlorophenyl)methyI]azetidin-3-yl}-2-(4-tolylsulphonyl)acetamlde, 
(3<;hloro-4-(methylsulphonyl)thiophene-2-carboxy)-{1-[bis(4-chlorophenyl)methyl]azetidin-3-^^ 
N-{14bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-(2-phenylethylenesulphonyl)propionamide, 
N^1-[bls(4-chlofophenyl)methyl]azetidin-3-yl}-4-(methylsulphonyl)ben2amide, 
N-{1-[bis(4-chlorophenyI)methyl]a2etidin-3-yl}-4-(methanesulphonyl)benzamide, 
(5-(methylsulphonyl)thlophene-2-cait)oxy)-{1-[bis(4-chlorophenyl)methyl]azetldin-3-yl}ami^ 
(5-methylsu!phonyl-3-methyl-4-vinylthiophene-2-carboxy){1-[bis(4-ch!orophenyl)methy 
(RS)-N^1^(4-chlorophenyl)(pyridin-3-yl)methyl]-azetidin-3-yl}-3,5-difluorobenzenesulphonam 
. (RS)-N-{1-[(4-chlorophenyi)(pyrimidin-5-yl)methyl]azetldin-3-yl}-3,5<iifluoroben2enesulphonarnide, 
N^1-[bis(4-chlorophenyl)methyl]azetidln-3-yl}-N-(6-chloropyrid-2-yl)methylsulphonamlde, 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(6-ethylpyrid-2-yl)methylsulphonamide, 
N-{1-[bls(4-chlorophenyI)methyl]a2etidin-3-yl}-N-(quinol-6-yl)methylsulphonamlde, 
N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-N-(quinol-5-yl)methylsulphonamlde, 
N^1-[bis(4-chlorophenyl)methyI]azetidin-3-y!}-N-(isoquinol-5-yl)methylsuiphonamide, 
N-{1-[bis(4-chlorophenyl)methyI]azetidin'3-yl}-N-(pyrid-3-yI)methylsulphonamlde^ 
N-{1 -[bis(4-chlorophenyl)methyl]azetidln-3-yl}-N-(1 -oxidopyrid-3-yl)methylsulphonamlde, 
N-(1R,2S,4S)-(bicyclo[2.2.1]hept-2-yl)-N-{1-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}methylsul^ 
N-(1R,2R,4S)-(blcyclo[2.2.1]hept-2-yl)-N41-[bis-(4-chlorophenyl)methyl]azetldin-3-yl}m 
N-{1 -[bis(4-chtorophenyl)methyI)a2etidin-3-yl}rN-(3,5-dif luorbphenyl)methylsulph^ 
N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-N-(thiazol-2-yl)methylsulph 
N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3-methoxyphenyl)methylsulphonarnide. 
N-{1-[bls(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3-hydroxyphenyl)methylsulphonamide, 
N-{1-[bis(4-chlorophenyI)methyllazetldin-3-yl}-N-(3-(hydroxymethyl)phenyl)methylsulphona 
ethyl N-{1-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(methylsulphonyl):3-aminobenzoate, 
N^1-[bjs(4-chlorophenyl)methyl]azetidin-3-yl)-N-(isobutylpiperid-4-yl)methylsulphonamW^ 
N-benzyl-N-{1-[bis(4-chlorophenyl)methy!]a2etidln-3-yl}amjne, 
N-{1-[bis(4-chlorophenyl)methyl]azetldin-3-yl}-N-(3,5-difluorobenzyl)amine, 
N-{1-[bts(4-chIorophenyl)methyl]azetidin-3-yl}-N-(3,5-difluoroben2yl)methylsulphonamW^ 
N-{1-[bis(4-chIorophenyt)methyl]azetidin-3-yl}-N-(pyrid-3-ylmethyl)methylsulphonamide, 
N-{14bis(4-fluorophenyl)methyl]azetidin-3-yl}-N-(3,5<lifluorophenyl)methylsu{phonamide, 
(RS)-N-{1-[(4-chlorophenyl)(pyrid-3-yl)methyl]azetidin-3-yl}-N-(3,5-difluorophenyl)meth 
(R)-N-{1-[(4H:hlorop'henyl)(pyrid-3-y!)methyl]azetidin-3-yl}-N-(3,5-difluorophenyl)methylsulph 
(S)7N-{1-[(4-chlorophenyl)(pyrid-3-yl)methyi]azetidin-3-yl}-N-(3,5-difluorophenyl)methylsul^ 
(RS)-N-{1-[(4-chlorophenyl)(pyrid-4-yl)methyl]azetjdln-3-yl}-N-(3,5-difluorophenyl)methy^ 
(R)-N^1-[(4-^hlorophenyl)(pyrid-4-y!)methyl)azetidin-3-yl}-N-(3,5-difluorophenyl)methylsu 
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(S')-N^1■[(4-chlorophenyl)(pyrid-4-yl)methyl)a2ettdin-3-yl}-N-(3,5-d 

(RS)-N-{1-[(4<ihlorophenyl)(Ryrimidin-5-yl)methyl]a2etidin-3-yl}-N-(3,5-difluoroph 

(R)-N-{1-[(4-chlorophenyl)(pyrimidin-5-yl)methyl]-a2etidin-3-yl}-N-(3,5-difluorophen 

(S)-N-{1-[(4-chlorophenyl)(pyrimidin-5-yl)methyl]-a2etidin-3-y!)-N-(3,5-difluorophenyl)-mem^^ 

N-{1-[bis(4-chlorophenyl)methyl]a2etldin-3-yl}-N-(3,5-difluorophenyl)benzylsulphonamide, 

their optical isomers and their pharmaceutically acceptable salts. 

9. Pharmaceutical composition according to Claim 7^ tor which the compound of formula (I) is chosen from the fol- 
lowing compounds: 

1-[bis(4-chlorophenyl)methyl]-3-[(RS)-(3,5-difluorophenyl)(methylsulphonyl)methyl]azetid}n-3-ol, 

3-acetoxy-1-[bis(4-chlorophenyl)methyl]-3-[(RS)-(3,5-difluorophenyl){methylsulphonyl)methyl)-methyl- 

sulphonylmethy!]azetidine, 

1-[bis(4-chlorophenyl)methyl]*3-[(3,5-dlfluorophenyl)(methylsulphonyl)methylene]-a2etidine, 
their optical isomers and their pharmaceutically acceptable salts. 

10. Pharmaceutical composition according to Claim 6, in which the CB1 receptor antagonist is SR1 41 71 6, its hydrates 
and its pharmaceutically acceptable salts or LY320135 and Its phamnaceutically acceptable salts. 

1 1 . Pharmaceutical coniposltion according to one of Claims 6 to l 0 for a use which is simultaneous, separate or spread 
out overtime. 

12. Pharmaceutical composition according to one of Claims 6 to 11 , comprising 0.5 to 10 mg of sibutramlne and 0.1 
to 200 mg of the CB1 receptor antagonist. 
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